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1. Introduction 
Particulate air pollution is regarded as a serious health problem worldwide (WHO 2005). 
Reductions in the levels of particulate matter (PM) have been reported to reduce the health 
impact of air pollution (Heinrich et al., 1999; Clancy et al., 2002; Pope, III et al., 2009). 
Different epidemiological studies show surprisingly little variation in the size of the risk 
estimates for changes in various health outcomes with increased air pollution. However, the 
APHEA1 and NMMAPS2 studies, in which associations between PM and health outcomes 
were investigated in many different cities, indicated some heterogeneity in the size of risk 
estimates (Samet et al., 2000; Samoli et al., 2005). This heterogeneity in risk estimates could 
at least in part be due to the contribution of specific emissions from different sources to the 
PM mixture. Epidemiological studies have not compared the importance of different 
sources, but investigations include air pollution from industry (Ghio 2004), biomass burning 
(Smith-Sivertsen et al., 2009) and traffic (Brunekreef et al., 2009). In addition, there are some 
discrepancies in epidemiological studies with respect to the importance of the various size 
fractions of PM. Compared to the fine PM fraction, the coarse fraction contains most of the 
non-combustion PM (Brunekreef and Forsberg 2005) which may have a different health 
impact. Experimental studies indicate that particles from different sources may have 
different effects. This review will focus on the effects of PM in experimental investigations, 
including vehicle exhaust, road dust and wood smoke particles. The importance of particle 
size and composition will also be addressed. The review comprises studies on humans, 
animals and cells in culture. 
 
Exposure to PM has primarily been associated with morbidity and mortality due to 
pulmonary and cardiovascular diseases, but other organs may also be affected (WHO 2006). 
A key process in the development and acute exacerbations of these diseases is inflammation. 
                                                                 
1 APHEA: Air Pollution and Health in Europe A 




Inflammation involves a variety of cells, including migrating immune cells that may enter 
inflamed organs. In the lung the first line of defence includes the phagocytising 
macrophages and the epithelial cells (Figure 1). These cells may release a variety of 
signalling molecules, such as chemokines, cytokines, leukotrienes and prostaglandins, in 



























Fig. 1. Illustration of how particle-induced inflammation may affect pulmonary and 
cardiovascular diseases.  T1 = Type 1 epithelial cell, MØ = macrophage, E = endothelial cell, 
PM = particulate matter (Figure from (Kocbach 2008)) 
 
Ambient particles comprise a large variety of different components, such as allergens, 
metals, organic compounds and microbial components. This review will focus on two 
groups of components commonly associated with PM, polycyclic aromatic hydrocarbons 
(PAH) and metals. An important question is whether particles from different sources or 
different components of particles trigger the release of the same signalling molecules, or 
whether qualitative and quantitative response differences exist. In addition to effects on the 
respiratory system the particles may through different mechanisms affect the cardiovascular 
system, to elicit or exacerbate a vascular inflammatory response. The particles or its 
components may also trigger cell death that in vivo may lead to the loss of functions or start 
a remodelling process of tissues. Therefore cell death will also be a part of this review, 
whereas DNA damage is excluded. 
 
2. Traffic and wood combustion  
Traffic is considered to be a major PM source in most developed countries. Emissions 
include particles from the tailpipe, crank case, tyre and break wear and particles generated 
from road pavement abrasion, sanding and resuspension (WHO 2005; Kupiainen et al., 2005; 
Zielinska et al., 2008; Thorpe and Harrison 2008) Combustion particles emitted from 
vehicles consist mainly of spherical primary carbon particles with diameters ranging from 
20 to 30 nm, which tend to aggregate (Kocbach et al., 2005) (Figure 2). In contrast to larger 
sized particles, like the more arbitrarily-shaped mineral particles from road wear, the small 
diameters of the primary carbon particles provide a relatively large surface area per mass 
unit. A large surface area implicates a greater potential for adsorption of various 
components to the particle surface, including metals, organic compounds, allergens and 
bacterial components like endotoxins. The contribution from residential wood combustion 
to ambient PM concentrations is highly dependent on the season, but in the cold season 
wood smoke may contribute substantially to increased levels of PM locally. Similar to 
combustion particles from traffic, emissions from wood stoves generally consist of 
aggregates of small carbon particles. However, under very poor combustion conditions 
spherical organic carbon particles dominate wood smoke emissions, whereas inorganic ash 
particles are emitted from complete high-temperature combustion (Kocbach et al., 2009). 
The size and composition of both traffic- and wood smoke-derived particles varies 
substantially in time and space, depending on the source, fuel type and post-formation 



















Fig. 2. Schematic figure of mineral particle from road abrasion, and combustion particles 
consisting mainly of aggregates of small spherical carbon particles (Figure from (Kocbach 
2008)) 
 
2.1. Experimental studies of traffic-related particles  
Experimental studies of traffic-related particles have mainly been conducted with 
concentrated ambient particles (CAPs) originating from motor-vehicle exhaust or collected 
from an urban location, and with freshly generated or sampled diesel exhaust particles 
(DEP). In addition, sampled road dust PM and particles of various minerals and stone types 
that may be found as components of road dust have been used. Studies with gasoline and 
biodiesel particles are emerging. Overall, this experimental research indicates that traffic-
related PM may induce several changes in processes that have been linked with the 
development and progress of cardiopulmonary diseases. This includes increased formation 
of reactive oxygen species (ROS), reduction and activation of antioxidant defence, release of 
pro-inflammatory cytokines, increased allergy-related responses, mild though time-
persistent airway inflammation, changes in autonomic nervous system regulation and 
changes indicative of increased risk of myocardial infarction.  
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2.1.1 Combustion particles from traffic 
Most of the experimental studies on health effects of particles from tailpipe emissions have 
been conducted with DEP. This may be due to the fact that the PM emissions from diesel 
engines are greater, and thus more accessible for studies, than the PM emissions from gasoline 
engines. Inflammation-related changes induced by DEP in studies with human volunteers 
include increased levels of inflammatory markers in bronchoalveolar lavage (BAL) fluid (e.g. 
neutrophils, reduced levels of antioxidants, cytokines), in bronchial mucosal biopsies (e.g. 
cytokine expression) or in blood (e.g. platelets), increases in airway resistance, and increased 
number of alveolar macrophages with reduced capacity to ingest particles in vitro (Salvi et al., 
2000; Stenfors et al., 2004; Mills et al., 2005; Tornqvist et al., 2007). An increase in the number of 
neutrophils in bronchial and alveolar fractions has also been detected in human volunteers 
exposed to CAPs (Ghio et al., 2000). Effects on the cardiopulmonary system are reported from 
human exposure studies using pure ultrafine (< 100 nm) carbon particles, indicating a 
potential of the particle core itself to induce effects. Already after 2 hours of exposure to these 
particles, small increases in airway resistance and reductions in carbon monoxide diffusing 
capacity were detected in healthy subjects, though in the absence of a detectable pulmonary 
inflammatory response (Pietropaoli et al., 2004). Furthermore, comparable exposure levels 
were associated with vascular effects, in the form of alterations in expression of adhesion 
molecules on blood leukocytes (Frampton et al., 2006).  
 
Whereas the human clinical studies are limited to a few hours of observation, both short and 
long term effects may be studied in animals. However, most experimental studies with 
animals are carried out at relatively high exposure levels, limiting the usefulness of these 
studies compared to real life, low level, and long term exposure of humans. Using exposure 
levels comparable to measured ambient air concentrations, Elder and colleagues studied the 
effects of freshly generated vehicle exhaust emissions in old, health-compromised rats (pre-
treated with LPS) in an on-road mobile laboratory (Elder et al., 2004). Both single and 
repeated exposures to particles significantly increased the expression of ICAM-1 on the 
surface of alveolar macrophages, indicative of inflammatory cell activation. Also increased 
plasma endothelin (Et-2) was observed, suggesting changed vascular endothelial function. 
Exposure to DEP is known to exacerbate allergic asthma in mouse models and exposure to 
DEP amplifies the allergen-induced allergic inflammation characterised by high levels of 
cytokines like IL-4 and IL-5 (Takano et al., 1997; Inoue et al., 2008). Moreover, exposure to 
diesel exhaust has been found to enhance virus-induced exacerbation of allergic 
inflammation in mice (Jaspers et al., 2009). Recently, Provoost and co-workers (2009) 
suggested that inhaled DEP modulates immune responses in the lung via stimulation of the 
function of pulmonary dendritic cells, known to be crucial mediators in regulation of 
immune responses (Provoost et al., 2010). In general, studies in animal models support 
findings from experimental studies with humans with regard to the potential of DEP to 
induce increased levels of inflammatory mediators in BAL-fluid, lung tissue and blood 
(Nemmar et al., 2009).  
 
In comparison to the large amount of experimental studies conducted with DEP, only a few 
studies have investigated the effects of combustion particles emitted from gasoline engines. 
Recently, gasoline emissions were found to induce both inflammatory and vascular effects 
in different rodent model systems, whereas many indicators of general toxicity were not 
increased, suggesting a modest health effect of the inhaled particles (McDonald et al., 2007). 
Intratracheally instilled diesel and gasoline PM from a range of vehicles induced similar 
effects on toxicity, whereas the production of the pro-inflammatory cytokine TNF was 
slightly higher for diesel than gasoline (Seagrave et al., 2002). The health impacts of the 
development of new engines and after-treatment technologies remain to be investigated. 
Both the application of diesel particle filters as well as using biodiesel fuel instead of diesel 
fuel seemed to reduce particle emissions (Rudell et al., 1999; McDonald et al., 2004). 
However, the few studies currently available indicate that biodiesel particles may have a 
greater toxic potential than diesel particles on a mass basis. For instance, biodiesel emissions 
induced pulmonary and systemic inflammation of similar or more severe degree than DEP 
in mice (de Brito et al., 2010).  
 
In vitro studies have demonstrated that exposure to DEP leads to the formation of ROS and 
release of a range of inflammatory mediators from airway epithelial cells (Takizawa et al., 
2000; Bonvallot et al., 2002). The mechanisms involved in this inflammatory response are 
still under investigation, but DEP has been found to trigger phosphorylation of mitogen 
activated protein kinases (MAPK) and activation of several transcription factors that are 
known to regulate pro-inflammatory mediator release, including nuclear factor κB (NFκB), 
activator protein-1 (AP-1) and Stat 3, (Takizawa et al., 2000; Bonvallot et al., 2002; Cao et al., 
2010). The expression of the epidermal growth factor receptor (EGFR) is also increased 
during DEP exposure, and EGFR is believed to play a key role in the early signalling 
pathways activated by DEP (Cao et al., 2010). Interestingly, all these signalling pathways are 
also activated in human volunteers exposed to DEP (Pourazar et al., 2005; Pourazar et al., 
2008).  Another possible mechanism for the DEP-induced effects was recently proposed by 
Jardim and co-workers, who found altered micro-RNA expression in bronchial epithelial 
cells after DEP exposure. Micro-RNAs are small non-coding RNAs that have been suggested 
to be important in maintaining the lung in a disease-free state through regulation of gene 
expression. The micro-RNAs affected by DEP exposure could possibly be involved in 
regulation of inflammatory response pathways (Jardim et al., 2009).   
 
Although airway epithelial cells are the most commonly applied model for in vitro studies of 
DEP, a range of other mono- and co-cultures of different cell types have also been applied.  
DEP for instance functionally activated dendritic cells, and caused the release of a range of 
inflammatory mediators (Porter et al., 2007). Moreover, human bronchial epithelial cells 
activated by DEP induced maturation of dendritic cells via thymic stromal lymphopoietin 
(Bleck et al., 2008). DEP and the organic extracts of DEP have also been reported to induce 
apoptosis and necrotic cell death in macrophages through the generation of ROS (Hiura et 
al., 1999). The responses of epithelial cells to DEP seem to be amplified in the presence of 
monocytes (Chaudhuri et al., 2010). Such a cellular interaction has previously also been 
demonstrated with pure carbon particles that are commonly used as model particles for 
DEP (Drumm et al., 2000). With respect to cardiovascular effects of combustion particles, a 
co-culture model consisting of primary lung and heart cells from rats showed that soluble 
mediators released from lung cells after exposure to pure carbon particles induced release of 
inflammatory mediators from cardiac cells, supporting the hypothesis that particle-induced 
cardiac inflammation and disease may involve lung-derived mediators (Totlandsdal et al., 
2008).   
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With respect to the influence of the physicochemical properties of DEP on the inflammatory 
responses, the importance of the organic fraction has been investigated in several studies 
using various solvent extracts. In human bronchial epithelial cells organic extracts of DEP 
induced the formation of ROS and the release of the inflammatory mediator GM-CSF to a 
similar extent as the native DEP, whereas the stripped carbonaceous core was less potent 
(Bonvallot et al., 2001; Baulig et al., 2003). Similarly, Ohtoshi and co-workers showed that 
DEP induced the release of GM-CSF and IL-8 from human airway epithelial cells, whereas 
charcoal and graphite, used as models for the carbon core of DEP, did not affect GM-CSF or 
IL-8 release (Ohtoshi et al., 1998). However, another study reported that DEP-induced 
cytotoxicity in promyelocytic cells was due to the particle core of DEP rather than the 
organic fraction (Matsuo et al., 2001). Taken together the in vitro studies conducted with 
DEP demonstrate that the particle core itself as well as organic compounds adsorbed to the 
particle surface may contribute to the inflammatory effects.   
 
Organic extracts of DEP have been found to influence a wide variety of endpoints, including 
increased production and release of the chemokines IL-8 and RANTES from peripheral 
blood mononuclear cells (PBMCs) (Fahy et al., 1999) and oxidative stress followed by cell 
death in epithelial cells and macrophages (Li et al., 2002). In the latter study, epithelial cells 
seemed to be more susceptible to the cytotoxic effects than macrophages. DEP organic 
extracts also increased the IL-4 production and histamine release from human basophils 
(Devouassoux et al., 2002). DEP favoured Th2 cell recruitment by immune cells from allergic 
patients by differentially regulating the Th2-recruiting chemokine MDC and the Th1 
recruiting chemokine IP-10 (Fahy et al., 2002). The specific organic compounds that account 
for the biological effects induced by DEP and its extracts remain to be determined. Some 
likely candidates have however been identified, including PAH like benzo[a]pyrene (B(a)P), 
phenanthrene and 1-nitropyrene (1-NP) (see paragraph on PAH) (Baulig et al., 2003). 
Another study  fractionated  organic DEP extracts into different polarity fractions and 
identified that the quinone-rich polar fraction was more potent than the more studied 
aromatic fraction (PAH) in inducing ROS and apoptotic cell death, whereas the aliphatic 
fraction had no effect (Xia et al., 2004).  
 
2.1.2 Road dust particles  
Sampled road dust particles have been observed to elicit pro-inflammatory effects in cells in 
vitro (Hetland et al., 2000; Holopainen et al., 2004; Karlsson et al., 2006) These particles, 
originating from road wear, sanding or resuspension of settled dust, consist mainly of 
crystalline or amorphous minerals. The highest concentrations of these particles occur 
during dry winter or spring days, particularly in countries using studded tires. Effects of 
mineral particles from stone often used in road pavement have been investigated in some 
detail in animal and cell studies to determine the importance of mineral structure or 
released metals (Hetland et al., 2001b; Ovrevik et al., 2005). The crystalline structure appears 
to be important for the toxicity of mineral particles (Guthrie, Jr. 1997; Warheit 2001), and the 
amorphous forms of silica are less toxic (Fubini and Hubbard 2003). It has not been possible 
to identify any specific mineral that explains the potential of the most toxic particles, but 
particles with a high content of feldspar minerals seemed to be less potent than other 
mineral particles (Ovrevik et al., 2005; Becher et al., 2007). Some studies indicate that 
particle-associated ROS does not correlate with pro-inflammatory or apoptotic responses to 
mineral particles (Ovrevik et al., 2006), but that cellular ROS may be involved (Becher et al., 
2007), as has been observed with combustion particles. Cellular uptake did not seem 
necessary for pro-inflammatory responses, but seemed to be involved in apoptosis (Refsnes 
et al., 2006). The pro-inflammatory responses to quartz seemed to involve to some extent the 
same signalling pathways as activated by carbon or other particle components, e.g. EGF-
receptor and MAPK (Ovrevik et al., 2005). The importance of these pathways in pro-
inflammatory responses to asbestos has been reported (Mossman et al., 2006), but has not 
been shown for minerals found in road dust. To what extent mineral particle-associated 
metals are involved in the responses is still unclear. Some studies indicate that metals are 
not of major importance, whereas others report that metals in mineral particles contribute to 
their effects (Hetland et al., 2001a; Aust et al., 2002; Ovrevik et al., 2006).  
 
2.2 Residential wood combustion particles 
In a human clinical study, exposure to wood smoke at levels relevant for indoor exposure in 
developed countries was linked with an increase in markers of inflammation and oxidative 
stress in the lower airways. Analyses of the blood and urine of the volunteers indicated that 
wood smoke exposure also was associated with systemic inflammation, blood coagulation 
and lipid peroxidation (Barregard et al., 2006). Preliminary data from another inhalation 
study showed increased levels of glutathione due to wood smoke exposure, indicating 
activation of the antioxidant defence, possibly due to oxidative stress (Boman et al., 2006; 
Jokiniemi et al., 2008). In subchronic exposure models wood smoke has been linked with 
modest effects on both pulmonary and systemic inflammation (Burchiel et al., 2005; Reed et 
al., 2006; Barrett et al., 2006) Furthermore, Ramos et al. (2009) reported that subchronic 
exposure to wood smoke produced pulmonary effects similar to tobacco smoke in Guinea 
pigs. These effects included a moderate alveolar inflammation with an influx of 
macrophages and neutrophils, accompanied by increased apoptosis in macrophages. In 
accordance with studies on particles from other sources, also wood smoke particles caused 
the formation of ROS, lipid peroxidation, activation of the nuclear transcription factor NFκB 
and release of the pro-inflammatory mediator TNF-α in macrophages (Leonard et al., 2000).  
 
In a co-culture of monocytic and epithelial cell lines, it has been demonstrated that the 
organic compounds adsorbed to wood smoke particles accounted for most of the 
inflammatory response (Kocbach et al., 2008a). Although PAH are possible candidates for 
inflammatory effects of particulate matter, the content of PAHs did not seem to account for 
the effects induced by the organic extract in the monocytes (Kocbach et al., 2008b). In order 
to identify the biologically active organic compounds of organic extracts of wood smoke 
particles Kubatova et al. (2006) applied fractionation of organic extracts of wood smoke 
particles in combination with chemical analysis, and identified the mid-polarity and non-
polar compounds, including oxy-PAHs, as inducers of oxidative stress in a macrophage cell 
line (Kubatova et al., 2006). Since the organic chemistry of wood smoke particles varies 
considerably with the combustion temperature, it is important to keep in mind that also 
other groups of organic compounds are likely to contribute to the biological effects induced 
by PM from different combustion conditions. Recently, it has been demonstrated that 
particles from different combustion conditions induced differential pro-inflammatory 
response patterns in a macrophage cell line. Particles from poor combustion seemed more 
cytotoxic than particles from more complete combustion conditions (Jalava et al., 2010). The 
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similar extent as the native DEP, whereas the stripped carbonaceous core was less potent 
(Bonvallot et al., 2001; Baulig et al., 2003). Similarly, Ohtoshi and co-workers showed that 
DEP induced the release of GM-CSF and IL-8 from human airway epithelial cells, whereas 
charcoal and graphite, used as models for the carbon core of DEP, did not affect GM-CSF or 
IL-8 release (Ohtoshi et al., 1998). However, another study reported that DEP-induced 
cytotoxicity in promyelocytic cells was due to the particle core of DEP rather than the 
organic fraction (Matsuo et al., 2001). Taken together the in vitro studies conducted with 
DEP demonstrate that the particle core itself as well as organic compounds adsorbed to the 
particle surface may contribute to the inflammatory effects.   
 
Organic extracts of DEP have been found to influence a wide variety of endpoints, including 
increased production and release of the chemokines IL-8 and RANTES from peripheral 
blood mononuclear cells (PBMCs) (Fahy et al., 1999) and oxidative stress followed by cell 
death in epithelial cells and macrophages (Li et al., 2002). In the latter study, epithelial cells 
seemed to be more susceptible to the cytotoxic effects than macrophages. DEP organic 
extracts also increased the IL-4 production and histamine release from human basophils 
(Devouassoux et al., 2002). DEP favoured Th2 cell recruitment by immune cells from allergic 
patients by differentially regulating the Th2-recruiting chemokine MDC and the Th1 
recruiting chemokine IP-10 (Fahy et al., 2002). The specific organic compounds that account 
for the biological effects induced by DEP and its extracts remain to be determined. Some 
likely candidates have however been identified, including PAH like benzo[a]pyrene (B(a)P), 
phenanthrene and 1-nitropyrene (1-NP) (see paragraph on PAH) (Baulig et al., 2003). 
Another study  fractionated  organic DEP extracts into different polarity fractions and 
identified that the quinone-rich polar fraction was more potent than the more studied 
aromatic fraction (PAH) in inducing ROS and apoptotic cell death, whereas the aliphatic 
fraction had no effect (Xia et al., 2004).  
 
2.1.2 Road dust particles  
Sampled road dust particles have been observed to elicit pro-inflammatory effects in cells in 
vitro (Hetland et al., 2000; Holopainen et al., 2004; Karlsson et al., 2006) These particles, 
originating from road wear, sanding or resuspension of settled dust, consist mainly of 
crystalline or amorphous minerals. The highest concentrations of these particles occur 
during dry winter or spring days, particularly in countries using studded tires. Effects of 
mineral particles from stone often used in road pavement have been investigated in some 
detail in animal and cell studies to determine the importance of mineral structure or 
released metals (Hetland et al., 2001b; Ovrevik et al., 2005). The crystalline structure appears 
to be important for the toxicity of mineral particles (Guthrie, Jr. 1997; Warheit 2001), and the 
amorphous forms of silica are less toxic (Fubini and Hubbard 2003). It has not been possible 
to identify any specific mineral that explains the potential of the most toxic particles, but 
particles with a high content of feldspar minerals seemed to be less potent than other 
mineral particles (Ovrevik et al., 2005; Becher et al., 2007). Some studies indicate that 
particle-associated ROS does not correlate with pro-inflammatory or apoptotic responses to 
mineral particles (Ovrevik et al., 2006), but that cellular ROS may be involved (Becher et al., 
2007), as has been observed with combustion particles. Cellular uptake did not seem 
necessary for pro-inflammatory responses, but seemed to be involved in apoptosis (Refsnes 
et al., 2006). The pro-inflammatory responses to quartz seemed to involve to some extent the 
same signalling pathways as activated by carbon or other particle components, e.g. EGF-
receptor and MAPK (Ovrevik et al., 2005). The importance of these pathways in pro-
inflammatory responses to asbestos has been reported (Mossman et al., 2006), but has not 
been shown for minerals found in road dust. To what extent mineral particle-associated 
metals are involved in the responses is still unclear. Some studies indicate that metals are 
not of major importance, whereas others report that metals in mineral particles contribute to 
their effects (Hetland et al., 2001a; Aust et al., 2002; Ovrevik et al., 2006).  
 
2.2 Residential wood combustion particles 
In a human clinical study, exposure to wood smoke at levels relevant for indoor exposure in 
developed countries was linked with an increase in markers of inflammation and oxidative 
stress in the lower airways. Analyses of the blood and urine of the volunteers indicated that 
wood smoke exposure also was associated with systemic inflammation, blood coagulation 
and lipid peroxidation (Barregard et al., 2006). Preliminary data from another inhalation 
study showed increased levels of glutathione due to wood smoke exposure, indicating 
activation of the antioxidant defence, possibly due to oxidative stress (Boman et al., 2006; 
Jokiniemi et al., 2008). In subchronic exposure models wood smoke has been linked with 
modest effects on both pulmonary and systemic inflammation (Burchiel et al., 2005; Reed et 
al., 2006; Barrett et al., 2006) Furthermore, Ramos et al. (2009) reported that subchronic 
exposure to wood smoke produced pulmonary effects similar to tobacco smoke in Guinea 
pigs. These effects included a moderate alveolar inflammation with an influx of 
macrophages and neutrophils, accompanied by increased apoptosis in macrophages. In 
accordance with studies on particles from other sources, also wood smoke particles caused 
the formation of ROS, lipid peroxidation, activation of the nuclear transcription factor NFκB 
and release of the pro-inflammatory mediator TNF-α in macrophages (Leonard et al., 2000).  
 
In a co-culture of monocytic and epithelial cell lines, it has been demonstrated that the 
organic compounds adsorbed to wood smoke particles accounted for most of the 
inflammatory response (Kocbach et al., 2008a). Although PAH are possible candidates for 
inflammatory effects of particulate matter, the content of PAHs did not seem to account for 
the effects induced by the organic extract in the monocytes (Kocbach et al., 2008b). In order 
to identify the biologically active organic compounds of organic extracts of wood smoke 
particles Kubatova et al. (2006) applied fractionation of organic extracts of wood smoke 
particles in combination with chemical analysis, and identified the mid-polarity and non-
polar compounds, including oxy-PAHs, as inducers of oxidative stress in a macrophage cell 
line (Kubatova et al., 2006). Since the organic chemistry of wood smoke particles varies 
considerably with the combustion temperature, it is important to keep in mind that also 
other groups of organic compounds are likely to contribute to the biological effects induced 
by PM from different combustion conditions. Recently, it has been demonstrated that 
particles from different combustion conditions induced differential pro-inflammatory 
response patterns in a macrophage cell line. Particles from poor combustion seemed more 
cytotoxic than particles from more complete combustion conditions (Jalava et al., 2010). The 
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physicochemical properties of emitted wood smoke particles strongly depend on the 
combustion conditions. Further studies are needed in which the influence of combustion 
conditions on the biological effects of wood smoke particles is investigated (Kocbach et al., 
2009).   
 
2.3 Vehicle exhaust versus wood smoke particles 
Relatively few studies have compared the inflammatory effects induced by traffic-derived 
particles and wood smoke. In a contact co-culture consisting of monocytes and pneumocytes 
particles from these two sources induced different response patterns. Traffic-derived 
particles elicited higher levels of IL-6 and IL-8 as compared to wood smoke particles, 
whereas wood smoke induced a greater reduction in proliferation (Kocbach et al., 2008a). 
Similarly, inhalation of particles from wood smoke and diesel induced to some extent 
different responses in rats with respect to both toxicity and inflammation, partly dependent 
on gender (Seagrave et al., 2005). As described above the mechanisms involved in the 
inflammatory responses induced by DEP seem to involve activation of EGFR, activation of 
MAPK and activation of different transcription factors like NFκB, AP-1 and Stat3. Although 
the mechanisms involved in the wood smoke particle-induced inflammation have been less 
well characterised, it seems likely that some of the same pathways may be activated. The 
organic fraction seems to be of importance for the inflammatory effects induced by particles 
from both sources, although it is likely that different organic compounds are involved. 
There are, however, experimental in vivo studies suggesting that the organic fraction is not 
of major importance for inflammatory effects (Gerlofs-Nijland et al., 2009; Happo et al., 
2010). Little is known about how the metal content influences the inflammatory responses 
induced by particles from traffic and wood smoke. However, metals may contribute to the 
inflammatory responses, as has been shown for ambient PM (Gilmour et al., 1996; 
Kodavanti et al., 2008). Regardless of particle source, it should also be noticed that 
endotoxins adsorbed to the particle surface in the atmosphere are potent inducers of 
inflammatory responses, and may account for more than 70 % of the release of 
inflammatory mediators in various cell systems (Becker et al., 2005; Kocbach et al., 2008b). 
Biological components have also been shown to contribute to the inflammatory responses 
induced by PM in healthy volunteers (Alexis et al., 2006).   
 
3. Particle size 
Since the trimodal distribution of particle size in ambient air has important implications for 
exposure and effects in humans, the importance of size for particle-induced lung 
inflammatory effects has been scrutinised. Model particles with defined chemical 
composition as well as ambient particles from nano- to micrometer size range have been 
studied. The potential of different model particles to induce adverse biological 
responses/adverse health effects, in particular inflammation, has been assessed in various 
animal studies and some in vitro studies. Most of these studies have shown that upon 
instillation in animals, small-sized particles have a much greater potential to induce lung 
inflammation than larger particles of similar composition. However, when adjusting for the 
relatively larger surface area of small-sized particles compared to that of larger particles, the 
differences in responses have tended to disappear. Thus it has been hypothesised that 
particle surface area is crucial in driving pathological changes, including inflammatory 
responses (Oberdorster, 1996).  In support of this, Tran et al. (2000) showed that total 
particle surface area in the lung was the dominant metric, when quantifying the neutrophilic 
inflammation after exposure to different low-solubility, low-toxicity particles as TiO2 and 
BaSO4 in inhalation experiments with rats.  Similar studies with ultrafine and fine carbon 
black or polystyrene corroborated that the smaller particles induced a much stronger lung 
inflammation in vivo or pro-inflammatory responses in vitro (Brown et al., 2001; Donaldson 
et al., 2002; Monteiller et al., 2007). These differences could also be attributed to the 
differences in surface area. Even with different nano-sized particles (10 to 45 nm carbon), the 
inflammatory potential of the particles was related to the surface area (Stoeger et al., 2006). 
Several studies suggest a threshold dose for the particle surface area-dependent effects (Tran 
et al., 2000; Stoeger et al., 2006; Monteiller et al., 2007). The surface area notion has, however, 
been challenged by Warheit and co-workers (Warheit et al., 2006; Warheit et al., 2007a), 
finding that ultrafine TiO2 and quartz was not more potent than the respective fine particles, 
after installation in rat lungs. The authors conclude that the surface reactivity corresponded 
better to the responses than particle size and surface area.  However, their study of TiO2-
particles did not exclude that the crystallinity of the particles may be of importance. In a 
recent article Sager et al. (2008) suggested that the results of Warheit et al. (Warheit et al., 
2007b) with TiO2 particles, could be the result of insufficient dispersion of the ultrafine 
particles. By using a more appropriate dispersion for ultrafine TiO2 particles, Sager et al. 
(2008) observed a much stronger response of these particles than of fine ones. However, 
after adjusting for surface area, the ultrafine TiO2 particles were only slightly more 
inflammatory than the fine-sized particles. This result was not specific to TiO2, since 
ultrafine versus fine carbon black showed similar response patterns as TiO2 (Sager and 
Castranova, 2009). Different in vitro studies with lung cells have supported a role of particle 
surface area for inflammatory responses. Hetland et al. (2001b) exposed human lung 
epithelial cells to different size fractions of quartz and observed a linear relationship 
between cytokine responses and particle surface area. However, mineral particle-induced 
apoptosis (a form of cell death) seemed mostly to depend on particle size, whereas 
composition and surface reactivity appeared to be more important for the pro-inflammatory 
potential of the particles (Schwarze et al., 2007). 
 
Even though particle size and surface area may be important for triggering cellular 
responses, several studies suggest that surface reactivity may override the role of the former 
metrics. A study on rats exposed to well characterised particles of diesel, carbon black and 
silica supports the importance of surface chemistry compared to ultrafine size in biological 
effects (Murphy et al., 1998). The studies of Duffin et al. (2007) and Monteiller et al. (2007) 
support the notion on the importance of surface reactivity. Monteiller showed that similarly 
sized TiO2 elicited greater effects compared to carbon black, but less than DQ12, a type of 
quartz. Furthermore, in the Monteiller study the response to TiO2  exposure was greater 
than the response to carbon black, but less than to DQ12, indicating that surface reactivity is 
important in addition to surface area (Monteiller et al., 2007).  
 
Overall, existing literature suggests that surface area is an important determinant for lung 
inflammation and health effects in the airway system.  For low-toxicity particles the surface 
area might be the strongest driving force, whereas for high-toxicity particles the surface 
reactivity may dominate over the importance of particle surface area. Soluble factors may 
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physicochemical properties of emitted wood smoke particles strongly depend on the 
combustion conditions. Further studies are needed in which the influence of combustion 
conditions on the biological effects of wood smoke particles is investigated (Kocbach et al., 
2009).   
 
2.3 Vehicle exhaust versus wood smoke particles 
Relatively few studies have compared the inflammatory effects induced by traffic-derived 
particles and wood smoke. In a contact co-culture consisting of monocytes and pneumocytes 
particles from these two sources induced different response patterns. Traffic-derived 
particles elicited higher levels of IL-6 and IL-8 as compared to wood smoke particles, 
whereas wood smoke induced a greater reduction in proliferation (Kocbach et al., 2008a). 
Similarly, inhalation of particles from wood smoke and diesel induced to some extent 
different responses in rats with respect to both toxicity and inflammation, partly dependent 
on gender (Seagrave et al., 2005). As described above the mechanisms involved in the 
inflammatory responses induced by DEP seem to involve activation of EGFR, activation of 
MAPK and activation of different transcription factors like NFκB, AP-1 and Stat3. Although 
the mechanisms involved in the wood smoke particle-induced inflammation have been less 
well characterised, it seems likely that some of the same pathways may be activated. The 
organic fraction seems to be of importance for the inflammatory effects induced by particles 
from both sources, although it is likely that different organic compounds are involved. 
There are, however, experimental in vivo studies suggesting that the organic fraction is not 
of major importance for inflammatory effects (Gerlofs-Nijland et al., 2009; Happo et al., 
2010). Little is known about how the metal content influences the inflammatory responses 
induced by particles from traffic and wood smoke. However, metals may contribute to the 
inflammatory responses, as has been shown for ambient PM (Gilmour et al., 1996; 
Kodavanti et al., 2008). Regardless of particle source, it should also be noticed that 
endotoxins adsorbed to the particle surface in the atmosphere are potent inducers of 
inflammatory responses, and may account for more than 70 % of the release of 
inflammatory mediators in various cell systems (Becker et al., 2005; Kocbach et al., 2008b). 
Biological components have also been shown to contribute to the inflammatory responses 
induced by PM in healthy volunteers (Alexis et al., 2006).   
 
3. Particle size 
Since the trimodal distribution of particle size in ambient air has important implications for 
exposure and effects in humans, the importance of size for particle-induced lung 
inflammatory effects has been scrutinised. Model particles with defined chemical 
composition as well as ambient particles from nano- to micrometer size range have been 
studied. The potential of different model particles to induce adverse biological 
responses/adverse health effects, in particular inflammation, has been assessed in various 
animal studies and some in vitro studies. Most of these studies have shown that upon 
instillation in animals, small-sized particles have a much greater potential to induce lung 
inflammation than larger particles of similar composition. However, when adjusting for the 
relatively larger surface area of small-sized particles compared to that of larger particles, the 
differences in responses have tended to disappear. Thus it has been hypothesised that 
particle surface area is crucial in driving pathological changes, including inflammatory 
responses (Oberdorster, 1996).  In support of this, Tran et al. (2000) showed that total 
particle surface area in the lung was the dominant metric, when quantifying the neutrophilic 
inflammation after exposure to different low-solubility, low-toxicity particles as TiO2 and 
BaSO4 in inhalation experiments with rats.  Similar studies with ultrafine and fine carbon 
black or polystyrene corroborated that the smaller particles induced a much stronger lung 
inflammation in vivo or pro-inflammatory responses in vitro (Brown et al., 2001; Donaldson 
et al., 2002; Monteiller et al., 2007). These differences could also be attributed to the 
differences in surface area. Even with different nano-sized particles (10 to 45 nm carbon), the 
inflammatory potential of the particles was related to the surface area (Stoeger et al., 2006). 
Several studies suggest a threshold dose for the particle surface area-dependent effects (Tran 
et al., 2000; Stoeger et al., 2006; Monteiller et al., 2007). The surface area notion has, however, 
been challenged by Warheit and co-workers (Warheit et al., 2006; Warheit et al., 2007a), 
finding that ultrafine TiO2 and quartz was not more potent than the respective fine particles, 
after installation in rat lungs. The authors conclude that the surface reactivity corresponded 
better to the responses than particle size and surface area.  However, their study of TiO2-
particles did not exclude that the crystallinity of the particles may be of importance. In a 
recent article Sager et al. (2008) suggested that the results of Warheit et al. (Warheit et al., 
2007b) with TiO2 particles, could be the result of insufficient dispersion of the ultrafine 
particles. By using a more appropriate dispersion for ultrafine TiO2 particles, Sager et al. 
(2008) observed a much stronger response of these particles than of fine ones. However, 
after adjusting for surface area, the ultrafine TiO2 particles were only slightly more 
inflammatory than the fine-sized particles. This result was not specific to TiO2, since 
ultrafine versus fine carbon black showed similar response patterns as TiO2 (Sager and 
Castranova, 2009). Different in vitro studies with lung cells have supported a role of particle 
surface area for inflammatory responses. Hetland et al. (2001b) exposed human lung 
epithelial cells to different size fractions of quartz and observed a linear relationship 
between cytokine responses and particle surface area. However, mineral particle-induced 
apoptosis (a form of cell death) seemed mostly to depend on particle size, whereas 
composition and surface reactivity appeared to be more important for the pro-inflammatory 
potential of the particles (Schwarze et al., 2007). 
 
Even though particle size and surface area may be important for triggering cellular 
responses, several studies suggest that surface reactivity may override the role of the former 
metrics. A study on rats exposed to well characterised particles of diesel, carbon black and 
silica supports the importance of surface chemistry compared to ultrafine size in biological 
effects (Murphy et al., 1998). The studies of Duffin et al. (2007) and Monteiller et al. (2007) 
support the notion on the importance of surface reactivity. Monteiller showed that similarly 
sized TiO2 elicited greater effects compared to carbon black, but less than DQ12, a type of 
quartz. Furthermore, in the Monteiller study the response to TiO2  exposure was greater 
than the response to carbon black, but less than to DQ12, indicating that surface reactivity is 
important in addition to surface area (Monteiller et al., 2007).  
 
Overall, existing literature suggests that surface area is an important determinant for lung 
inflammation and health effects in the airway system.  For low-toxicity particles the surface 
area might be the strongest driving force, whereas for high-toxicity particles the surface 
reactivity may dominate over the importance of particle surface area. Soluble factors may 
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modify the importance of surface reactivity. For example, the pronounced effect of the 
bacteria toxin LPS has been thoroughly investigated (Becker et al., 2002).  Recently this 
response has been linked to an IL-1/inflammasome-mediated mechanism (Giamarellos-
Bourboulis et al., 2009). The current state of knowledge might question the use of mass as 
the most appropriate metric and underlines that the surface area may be a better or 
additional metric, at least for low toxicity particles. 
 
With respect to inflammation and cardiovascular effects, the importance of particle size has 
been much less studied. Ultrafine particles of various compositions may be translocated 
from the airways to the cardiovascular system (Nemmar et al., 2002). The extent to which 
this occurs is unclear and might be small (Kreyling et al., 2002), thus questioning the 
importance of direct nano-sized particle exposure for cardiovascular responses. An 
alternative hypothesis to translocation of ultrafine particles as a driving force for 
cardiovascular inflammation, states that particle-induced lung inflammation is reflected in a 
systemic response, which then triggers the cardiovascular system. If this were the case, the 
lung inflammatory response would be decisive and depend on the particle surface area and 
reactivity. A third possibility is that particles are carriers of metals or organic substances, 
which may be translocated from the lung to the cardiovascular compartment. Since small 
particles with large surface area could bind larger amounts of various substances, they 
would have a greater potential to give systemic effects than larger particles based on this 
hypothesis. Presently, it is unclear to what extent these different mechanisms operate 
eliciting cardiovascular inflammation. The studies of Totlandsdal and colleagues support an 
indirect mechanism, with the release of inflammatory mediators from the lung reaching the 
heart and initiating a pro-inflammatory response (Totlandsdal et al., 2008). Ansteinsson et 
al. observed that metals that may be attached to particles, have the potential to trigger 
cytokine release from cardiac cells (Ansteinsson et al., 2009). A forth possibility through 
activation of nerve cell reactions is not discussed here. 
 
4. Particle components 
Several experimental studies have attributed biological effects of combustion particles to 
adsorbed organic compounds and metals. Therefore this review focuses on two groups of 
components commonly associated with particles from traffic and residential wood smoke, 
PAH and metals. The content of these particle-associated components varies significantly in 
time and space, as it strongly depends on the type and condition of the emitting source. 
Biological effects of particle-associated components are commonly studied by carrying out 
the exposure with particle extracts prepared with various solvents (see above), which 
subsequently may be fractionated and analysed chemically. These studies may be further 
supported by studies carried out with pure particle components, administrated singly as 
well as in combination.  
 
4.1 PAH 
Following their release PAH will undergo a number of chemical modifications in the air that 
modify their biological properties. The type and degree of modification depends on the type 
and level of the chemical components available as well as the temperature and time to allow 
for reactions (Vione et al., 2004a; Vione et al., 2004b; Vione et al., 2006). Some of the reactions 
take part directly after leaving the primary source; others take place in the atmosphere. PAH 
and oxy-PAH are emitted as by-products of almost every type of combustion technology in 
urban environments, including diesel- and petrol-fuelled motor vehicles, residential heating, 
fossil fuel combustion in energy and industrial processes, municipal and medical 
incinerators. The oxy-PAH originate from reactions between PAH and hydroxyl radicals, 
nitrate radicals, other organic and inorganic radicals and ozone or from photo-oxidation of 
PAH by singlet molecular oxygen (Andreou and Rapsomanikis 2009). However, the 
secondary combustion of diesel soot and associated compounds during after-treatment 
introduces the formation of new pollutants including various nitro-PAH. The stereo-isomers 
formed differ from those formed upon atmospheric nitration of PAH (Heeb et al., 2008). 
 
Since the PAH are lipophilic, they are easily transferred to hydrophobic components of the 
surfactant or into the lipid layer of the cellular plasma membrane. PAH seem to induce their 
effects through activation of the aryl hydrocarbon receptor (AhR) and the AhR nuclear 
translocator (Arnt), followed by the upregulation of Cyp1A1 and 1B1. The Cyp metabolise 
PAH, leading to the formation of ROS and reactive metabolites that may damage 
macromolecules. Recent findings on single PAH indicate that, in addition, the lipophilic 
compounds may penetrate into the plasma membrane and change properties linked to lipid 
fluidity or ion transport. Single PAH may modulate the composition of plasma membrane 
microdomains (rafts) in a specific way, affecting inter- and/or intracellular signalling 
(Tekpli et al., 2010a; Tekpli et al., 2010b). This seems to cause changes in ion transport of K+ 
and Ca2+ and change intracellular pH by activating ion channels (NHE1) as well as via 
lysosomal rupture. However, the importance of these processes with regard to the whole 
mixture of organic compounds in the absence or presence of particles is not known.  
 
Some PAH may react directly with macromolecules in tissues, whereas others are converted 
by enzymes into reactive metabolites within the cells. PAH may elicit pro-inflammatory 
effects in the lung, possibly through ROS formation (Nel et al., 2001; Xia et al., 2004). 
Benzo[a]pyrene (B[a]P), one of the important aromatic hydrocarbons in DEP, has been 
reported to elicit over-expression of  keratinocyte chemo-attractant (KC), the murine 
functional analog of IL-8 in lung. It also triggered the recruitment of neutrophils in 
bronchoalveolar lavage fluids (Podechard et al., 2008). Oxygen, nitrogen radicals and 
reactive electrophilic metabolites of the PAH can attack or covalently bind to nucleophilic 
sites on cellular macromolecules within the cell. In this way several cellular macromolecules 
including lipids, proteins and DNA may be modified and various damage signalling 
pathways may be triggered. PAH that have entered cells may bind to cellular receptors such 
as the aryl hydrocarbon receptor (AhR) and indirectly modify the cellular response to more 
classical hormone receptors such as estrogen receptors (ER) and EGFR. These types of 
classical cellular signals are known not only to be involved in cell survival and proliferation, 
but also in the triggering of inflammatory responses as well as cell death pathways, much 
depending on the size, duration and the site of formation of the initiating signal.  
 
PAH like B[a]P, phenanthrene and 1-nitropyrene induced similar responses as DEP extracts, 
when administered to epithelial cells in concentrations corresponding to DEP extracts 
(Baulig et al., 2003). Several other DEP related chemical compounds such as pyrene, 
naphthoquinone and phenanthraquinone may also affect pulmonary inflammation (Bommel 
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modify the importance of surface reactivity. For example, the pronounced effect of the 
bacteria toxin LPS has been thoroughly investigated (Becker et al., 2002).  Recently this 
response has been linked to an IL-1/inflammasome-mediated mechanism (Giamarellos-
Bourboulis et al., 2009). The current state of knowledge might question the use of mass as 
the most appropriate metric and underlines that the surface area may be a better or 
additional metric, at least for low toxicity particles. 
 
With respect to inflammation and cardiovascular effects, the importance of particle size has 
been much less studied. Ultrafine particles of various compositions may be translocated 
from the airways to the cardiovascular system (Nemmar et al., 2002). The extent to which 
this occurs is unclear and might be small (Kreyling et al., 2002), thus questioning the 
importance of direct nano-sized particle exposure for cardiovascular responses. An 
alternative hypothesis to translocation of ultrafine particles as a driving force for 
cardiovascular inflammation, states that particle-induced lung inflammation is reflected in a 
systemic response, which then triggers the cardiovascular system. If this were the case, the 
lung inflammatory response would be decisive and depend on the particle surface area and 
reactivity. A third possibility is that particles are carriers of metals or organic substances, 
which may be translocated from the lung to the cardiovascular compartment. Since small 
particles with large surface area could bind larger amounts of various substances, they 
would have a greater potential to give systemic effects than larger particles based on this 
hypothesis. Presently, it is unclear to what extent these different mechanisms operate 
eliciting cardiovascular inflammation. The studies of Totlandsdal and colleagues support an 
indirect mechanism, with the release of inflammatory mediators from the lung reaching the 
heart and initiating a pro-inflammatory response (Totlandsdal et al., 2008). Ansteinsson et 
al. observed that metals that may be attached to particles, have the potential to trigger 
cytokine release from cardiac cells (Ansteinsson et al., 2009). A forth possibility through 
activation of nerve cell reactions is not discussed here. 
 
4. Particle components 
Several experimental studies have attributed biological effects of combustion particles to 
adsorbed organic compounds and metals. Therefore this review focuses on two groups of 
components commonly associated with particles from traffic and residential wood smoke, 
PAH and metals. The content of these particle-associated components varies significantly in 
time and space, as it strongly depends on the type and condition of the emitting source. 
Biological effects of particle-associated components are commonly studied by carrying out 
the exposure with particle extracts prepared with various solvents (see above), which 
subsequently may be fractionated and analysed chemically. These studies may be further 
supported by studies carried out with pure particle components, administrated singly as 
well as in combination.  
 
4.1 PAH 
Following their release PAH will undergo a number of chemical modifications in the air that 
modify their biological properties. The type and degree of modification depends on the type 
and level of the chemical components available as well as the temperature and time to allow 
for reactions (Vione et al., 2004a; Vione et al., 2004b; Vione et al., 2006). Some of the reactions 
take part directly after leaving the primary source; others take place in the atmosphere. PAH 
and oxy-PAH are emitted as by-products of almost every type of combustion technology in 
urban environments, including diesel- and petrol-fuelled motor vehicles, residential heating, 
fossil fuel combustion in energy and industrial processes, municipal and medical 
incinerators. The oxy-PAH originate from reactions between PAH and hydroxyl radicals, 
nitrate radicals, other organic and inorganic radicals and ozone or from photo-oxidation of 
PAH by singlet molecular oxygen (Andreou and Rapsomanikis 2009). However, the 
secondary combustion of diesel soot and associated compounds during after-treatment 
introduces the formation of new pollutants including various nitro-PAH. The stereo-isomers 
formed differ from those formed upon atmospheric nitration of PAH (Heeb et al., 2008). 
 
Since the PAH are lipophilic, they are easily transferred to hydrophobic components of the 
surfactant or into the lipid layer of the cellular plasma membrane. PAH seem to induce their 
effects through activation of the aryl hydrocarbon receptor (AhR) and the AhR nuclear 
translocator (Arnt), followed by the upregulation of Cyp1A1 and 1B1. The Cyp metabolise 
PAH, leading to the formation of ROS and reactive metabolites that may damage 
macromolecules. Recent findings on single PAH indicate that, in addition, the lipophilic 
compounds may penetrate into the plasma membrane and change properties linked to lipid 
fluidity or ion transport. Single PAH may modulate the composition of plasma membrane 
microdomains (rafts) in a specific way, affecting inter- and/or intracellular signalling 
(Tekpli et al., 2010a; Tekpli et al., 2010b). This seems to cause changes in ion transport of K+ 
and Ca2+ and change intracellular pH by activating ion channels (NHE1) as well as via 
lysosomal rupture. However, the importance of these processes with regard to the whole 
mixture of organic compounds in the absence or presence of particles is not known.  
 
Some PAH may react directly with macromolecules in tissues, whereas others are converted 
by enzymes into reactive metabolites within the cells. PAH may elicit pro-inflammatory 
effects in the lung, possibly through ROS formation (Nel et al., 2001; Xia et al., 2004). 
Benzo[a]pyrene (B[a]P), one of the important aromatic hydrocarbons in DEP, has been 
reported to elicit over-expression of  keratinocyte chemo-attractant (KC), the murine 
functional analog of IL-8 in lung. It also triggered the recruitment of neutrophils in 
bronchoalveolar lavage fluids (Podechard et al., 2008). Oxygen, nitrogen radicals and 
reactive electrophilic metabolites of the PAH can attack or covalently bind to nucleophilic 
sites on cellular macromolecules within the cell. In this way several cellular macromolecules 
including lipids, proteins and DNA may be modified and various damage signalling 
pathways may be triggered. PAH that have entered cells may bind to cellular receptors such 
as the aryl hydrocarbon receptor (AhR) and indirectly modify the cellular response to more 
classical hormone receptors such as estrogen receptors (ER) and EGFR. These types of 
classical cellular signals are known not only to be involved in cell survival and proliferation, 
but also in the triggering of inflammatory responses as well as cell death pathways, much 
depending on the size, duration and the site of formation of the initiating signal.  
 
PAH like B[a]P, phenanthrene and 1-nitropyrene induced similar responses as DEP extracts, 
when administered to epithelial cells in concentrations corresponding to DEP extracts 
(Baulig et al., 2003). Several other DEP related chemical compounds such as pyrene, 
naphthoquinone and phenanthraquinone may also affect pulmonary inflammation (Bommel 
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et al., 2000; Bommel et al., 2003; Xia et al., 2004; Inoue et al., 2007), but further studies are 
necessary to clarify their role in the adverse effects induced by DEP.   
 
In order to understand the effect of PAH associated with PM, the effect of some of the most 
common PAH have often been studied singly in cell culture experiments. The bronchial 
epithelial cell line (BEAS-2B) released large amounts of IL-8 in response to nitro-PAH 
(Ovrevik et al., 2010). Nitro-PAH and their metabolite amino-PAH induced both 
qualitatively and quantitatively different cytokine/chemokine expression profiles. Whereas 
1-nitropyrene and 3-nitrofluoranthrene elicited predominantly an IL-8 release their 
corresponding amines predominantly induced the release of RANTES (Ovrevik et al., 2010). 
It has been suggested that many inhaled environmental toxic components may trigger the 
release of inflammatory cytokines via an initial binding to the AhR (Wong et al., 2010). B[a]P 
that binds to the AhR, increased the mRNA expression and secretion of CCL1 in primary 
human macrophage culture. Moreover, in exposed mice the level of TCA3 (mouse ortholog 
of CCL1) in the lung was increased (N'diaye et al., 2006). 1-NP is known to bind to AhR, 
induce ROS production and activate MAPK (Asare et al., 2008) as well as NFkB (Pei et al., 
2002). However, the precise roles for AhR, MAPK and NFkB in the 1-NP-induced IL-8 
release are presently not clarified. ROS and nitrogen oxides are often cited as possible 
mediators in these reactions. Alternatively these molecules lead to a less specific activation 
of kinases, e.g. by inactivation of their respective phosphatases through binding or oxidizing 
their thiol groups. Most probably combinations of several factors are needed for the 
induction of cytokine responses.  Often activation of the same cell signalling pathways are 
found to be involved in eliciting pro-inflammatory effects as well as cell death. Recent 
unpublished findings by our group suggest that the DNA damage induced by many of the 
PAH may change the inflammatory cell signalling response into cell cycle arrest, DNA 
damage repair or apoptotic cell death (Oya et al., personal communication). The reason why 
PM rich in PAH induces less cytokines than expected from 1-NP exposure alone, may be 
that cells interact with other PAH, giving rise to DNA damage that via p53 changes the 
transcriptional activity of NFkB.  
 
4.2 Metals 
An increasing number of studies have indicated that different transition metals may act as 
possible mediators of particle-induced injury and inflammation (Dreher et al., 1997; 
Molinelli et al., 2002; Pagan et al., 2003; Schaumann et al., 2004; Chen and Lippmann 2009). 
The focus has often been on transition metals such as iron (Fe), vanadium (V), nickel (Ni), 
chromium (Cr), copper (Cu) and zinc (Zn) on the basis of their ability to generate reactive 
oxygen species (ROS) in biological tissues. Most of the evidence pointing to the biological 
effects of metals originates from studies in animal models and cell cultures. However, in 
these systems pure metals have been applied in concentrations that are much higher than 
levels relevant for environmental exposures. Studies using PM containing multiple metals 
have reported effects that seem to be related to the PM metal content, despite low metal 
levels. However, it is difficult to determine the roles played by the individual metals in these 
complex PM mixtures (Chen and Lippmann 2009).  
 
In relatively few studies human volunteers have been exposed to PM analysed for elemental 
composition, followed by an analysis of the extent of correlation between different metals 
and biological responses. A clinical study of CAPs inhalation by Ghio et al. (2000) has been 
reanalyzed to determine the correlation between the nine most abundant elements and the 
cellular and biochemical endpoints (Huang et al., 2003). In the correlation analysis a 
Fe/Se/sulfate factor was associated with increased percentage of neutrophils in BAL fluid, 
and a Cu/Zn/V factor with increased blood fibrinogen. In another study metal-rich ambient 
particles PM2.5 from a smelter area (Hettstedt) induced a more distinct airway inflammation 
and increased generation of oxidant radicals in healthy subjects as compared to samples 
from a non-industrialized area (Schaumann et al., 2004). PM samples with contrasting metal 
content collected in Utah Valley before closure, during closure and after reopening of steel 
mill plants have been applied in a human bronchial instillation study to investigate whether 
soluble components or ionizable metals could influence the biological effects. PM extracts 
were instilled into the bronchus of human volunteers, and phagocytic cells were obtained 
after 24 hours. The inflammatory response in the lungs of human volunteers was greater 
after exposure to aqueous extract collected before the closure and after the reopening as 
compared to during the shutdown of the plant (Ghio and Devlin 2001). With respect to 
metal content, the Zn content was 61 and 2 times higher in the aqueous extract from PM 
before closure as compared to the extracts from during and after reopening, respectively. In 
contrast, the Fe content was 5 times higher in the extract from after as compared to before 
the closure. Ni and V were only present in trace amounts and did not differ from year to 
year (Frampton et al., 1999; Dye et al., 2001; Ghio and Devlin 2001). In a clinical study using 
single metals rather than complex mixtures, soluble V and Cr instilled into human 
volunteers caused significant increases in oxidative stress, measured as 8-oxodG 
concentrations in lymphocytes, whereas other soluble metals (Fe, Ni, Cu and Pt) were not 
associated with oxidative stress (Sorensen et al., 2003).  
 
The few in vivo animal studies of the response to ambient PM that investigated the 
contributions from specific air pollution components, either as an individual compound or 
as part of a mixture, may suggest that some of the PM components are more toxic than 
others (Chen and Lippmann 2009). For instance, inhalation of CAPs induced oxidative stress 
in the lung and heart of rats, but not in the liver. Using single-component regression 
analysis, the content of Fe, Mn, Cu and Zn was strongly associated with the oxidative stress 
generated in the lung, whereas Fe, Al, Si and Ti was associated with the effects observed in 
the heart (Gurgueira et al., 2002). Another study indicated that iron-catalyzed generation of 
ROS may not be a predominant mechanism of PM2.5-induced ROS formation (Shukla et al., 
2000). However, inhalation of iron particles induced a decrease in total antioxidant capacity 
and an increase in BAL proteins and IL-1α levels in rat lungs (Zhou et al., 2003). The water 
soluble Zn associated with PM was suggested to be one of the causal components involved 
in PM-induced cardiac effects in a study comparing instillation of particles with different 
levels of Zn, aquatic PM extracts and zinc sulphate in rats (Kodavanti et al., 2008). Moreover, 
the soluble fraction of an urban air particulate sample (EHC-93) induced lung cell injury and 
inflammation after instillation into mouse lung. Since a metal mixture containing all the 
metals in the sample except Zn induced minimal lung effects, Zn was suggested to be the 
toxic factor in the lung response (Adamson et al., 2000).  
 
When PM collected in a smelter area (Hettstedt) with high levels of Zn, Mg, Pb, Cu, Cd and 
As was instilled to ovalbumin-sensitised mice it increased the allergic responses, in contrast 
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et al., 2000; Bommel et al., 2003; Xia et al., 2004; Inoue et al., 2007), but further studies are 
necessary to clarify their role in the adverse effects induced by DEP.   
 
In order to understand the effect of PAH associated with PM, the effect of some of the most 
common PAH have often been studied singly in cell culture experiments. The bronchial 
epithelial cell line (BEAS-2B) released large amounts of IL-8 in response to nitro-PAH 
(Ovrevik et al., 2010). Nitro-PAH and their metabolite amino-PAH induced both 
qualitatively and quantitatively different cytokine/chemokine expression profiles. Whereas 
1-nitropyrene and 3-nitrofluoranthrene elicited predominantly an IL-8 release their 
corresponding amines predominantly induced the release of RANTES (Ovrevik et al., 2010). 
It has been suggested that many inhaled environmental toxic components may trigger the 
release of inflammatory cytokines via an initial binding to the AhR (Wong et al., 2010). B[a]P 
that binds to the AhR, increased the mRNA expression and secretion of CCL1 in primary 
human macrophage culture. Moreover, in exposed mice the level of TCA3 (mouse ortholog 
of CCL1) in the lung was increased (N'diaye et al., 2006). 1-NP is known to bind to AhR, 
induce ROS production and activate MAPK (Asare et al., 2008) as well as NFkB (Pei et al., 
2002). However, the precise roles for AhR, MAPK and NFkB in the 1-NP-induced IL-8 
release are presently not clarified. ROS and nitrogen oxides are often cited as possible 
mediators in these reactions. Alternatively these molecules lead to a less specific activation 
of kinases, e.g. by inactivation of their respective phosphatases through binding or oxidizing 
their thiol groups. Most probably combinations of several factors are needed for the 
induction of cytokine responses.  Often activation of the same cell signalling pathways are 
found to be involved in eliciting pro-inflammatory effects as well as cell death. Recent 
unpublished findings by our group suggest that the DNA damage induced by many of the 
PAH may change the inflammatory cell signalling response into cell cycle arrest, DNA 
damage repair or apoptotic cell death (Oya et al., personal communication). The reason why 
PM rich in PAH induces less cytokines than expected from 1-NP exposure alone, may be 
that cells interact with other PAH, giving rise to DNA damage that via p53 changes the 
transcriptional activity of NFkB.  
 
4.2 Metals 
An increasing number of studies have indicated that different transition metals may act as 
possible mediators of particle-induced injury and inflammation (Dreher et al., 1997; 
Molinelli et al., 2002; Pagan et al., 2003; Schaumann et al., 2004; Chen and Lippmann 2009). 
The focus has often been on transition metals such as iron (Fe), vanadium (V), nickel (Ni), 
chromium (Cr), copper (Cu) and zinc (Zn) on the basis of their ability to generate reactive 
oxygen species (ROS) in biological tissues. Most of the evidence pointing to the biological 
effects of metals originates from studies in animal models and cell cultures. However, in 
these systems pure metals have been applied in concentrations that are much higher than 
levels relevant for environmental exposures. Studies using PM containing multiple metals 
have reported effects that seem to be related to the PM metal content, despite low metal 
levels. However, it is difficult to determine the roles played by the individual metals in these 
complex PM mixtures (Chen and Lippmann 2009).  
 
In relatively few studies human volunteers have been exposed to PM analysed for elemental 
composition, followed by an analysis of the extent of correlation between different metals 
and biological responses. A clinical study of CAPs inhalation by Ghio et al. (2000) has been 
reanalyzed to determine the correlation between the nine most abundant elements and the 
cellular and biochemical endpoints (Huang et al., 2003). In the correlation analysis a 
Fe/Se/sulfate factor was associated with increased percentage of neutrophils in BAL fluid, 
and a Cu/Zn/V factor with increased blood fibrinogen. In another study metal-rich ambient 
particles PM2.5 from a smelter area (Hettstedt) induced a more distinct airway inflammation 
and increased generation of oxidant radicals in healthy subjects as compared to samples 
from a non-industrialized area (Schaumann et al., 2004). PM samples with contrasting metal 
content collected in Utah Valley before closure, during closure and after reopening of steel 
mill plants have been applied in a human bronchial instillation study to investigate whether 
soluble components or ionizable metals could influence the biological effects. PM extracts 
were instilled into the bronchus of human volunteers, and phagocytic cells were obtained 
after 24 hours. The inflammatory response in the lungs of human volunteers was greater 
after exposure to aqueous extract collected before the closure and after the reopening as 
compared to during the shutdown of the plant (Ghio and Devlin 2001). With respect to 
metal content, the Zn content was 61 and 2 times higher in the aqueous extract from PM 
before closure as compared to the extracts from during and after reopening, respectively. In 
contrast, the Fe content was 5 times higher in the extract from after as compared to before 
the closure. Ni and V were only present in trace amounts and did not differ from year to 
year (Frampton et al., 1999; Dye et al., 2001; Ghio and Devlin 2001). In a clinical study using 
single metals rather than complex mixtures, soluble V and Cr instilled into human 
volunteers caused significant increases in oxidative stress, measured as 8-oxodG 
concentrations in lymphocytes, whereas other soluble metals (Fe, Ni, Cu and Pt) were not 
associated with oxidative stress (Sorensen et al., 2003).  
 
The few in vivo animal studies of the response to ambient PM that investigated the 
contributions from specific air pollution components, either as an individual compound or 
as part of a mixture, may suggest that some of the PM components are more toxic than 
others (Chen and Lippmann 2009). For instance, inhalation of CAPs induced oxidative stress 
in the lung and heart of rats, but not in the liver. Using single-component regression 
analysis, the content of Fe, Mn, Cu and Zn was strongly associated with the oxidative stress 
generated in the lung, whereas Fe, Al, Si and Ti was associated with the effects observed in 
the heart (Gurgueira et al., 2002). Another study indicated that iron-catalyzed generation of 
ROS may not be a predominant mechanism of PM2.5-induced ROS formation (Shukla et al., 
2000). However, inhalation of iron particles induced a decrease in total antioxidant capacity 
and an increase in BAL proteins and IL-1α levels in rat lungs (Zhou et al., 2003). The water 
soluble Zn associated with PM was suggested to be one of the causal components involved 
in PM-induced cardiac effects in a study comparing instillation of particles with different 
levels of Zn, aquatic PM extracts and zinc sulphate in rats (Kodavanti et al., 2008). Moreover, 
the soluble fraction of an urban air particulate sample (EHC-93) induced lung cell injury and 
inflammation after instillation into mouse lung. Since a metal mixture containing all the 
metals in the sample except Zn induced minimal lung effects, Zn was suggested to be the 
toxic factor in the lung response (Adamson et al., 2000).  
 
When PM collected in a smelter area (Hettstedt) with high levels of Zn, Mg, Pb, Cu, Cd and 
As was instilled to ovalbumin-sensitised mice it increased the allergic responses, in contrast 
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to PM with lower metal content collected in another area (Zerbst) in the same region  
(Gavett et al., 2003). However, PM from both areas significantly increased lung injury 
parameters and the levels of pro-inflammatory cytokines. This indicates that the metal 
composition of the ambient PMs may have greater influence on the allergic respiratory 
disease than other endpoints. The role of chemical composition of PM collected in different 
European cities dominated by pollution from traffic has been investigated in a study 
focusing on respiratory inflammation (Steerenberg et al., 2006). By application of cluster 
analysis, in which chemical constituents of PM were clustered based on the overall response 
pattern in the bioassays, the cluster containing Ti, As, Cd, Zn, Pb, Hg and organics derived 
from several combustion processes, were primarily associated with adjuvant activity for 
respiratory allergy. Clusters of crustal materials (containing Ca, Al, Mg, Fe, Ba, Cu, Cr) were 
predominately associated with measures of inflammation and acute toxicity. Another study  
instilled fine PM collected in the US into rat lung, and reported that metal oxides, transition 
metals (Pb, Mn, Cu, Se, Zn and As), but also carbon (EC, OC) and the organic compounds 
hopanes and steranes, were important predictors of cytotoxic and inflammatory responses 
(Seagrave et al., 2006). 
 
The extracts of Utah Valley PM with contrasting metal content have also been used in vivo in 
animal studies and in cell cultures. When aqueous extracts of the Utah PM with high metal 
content (open plant) were instilled in rats they induced a significant pulmonary injury and 
neutrophilic inflammation (Dye et al., 2001). Cu, Zn, Fe, Pb, As, Mn and Ni, could have 
contributed to these effects, in addition to sulfate and cationic salts. In human airway 
epithelial cells extracts of PM with low levels of metals (closed plant), did not induce 
cytotoxicity, and only generated a minimal cytokine and ROS response compared to extracts 
from PM collected before and after the strike with higher metal content (Frampton et al., 
1999). Overall, the human epidemiological, clinical and animal toxicological studies of the 
Utah Valley PMs show a strong qualitative coherence, that identifies soluble metals as 
important components in PM related health effects. 
 
Residual oil fly ash (ROFA) is a complex mixture of sulphate, nitrate and metals, such as Fe, 
V and Ni, with the majority of these metals present in high concentrations as water-soluble 
salts. The ROFA leachate, containing Ni and V induced lung injury (Dreher et al., 1997; 
Kodavanti et al., 1998). Although BAL inflammatory markers  (neutrophil influx, protein 
leakage, etc) were similar in ROFA- and metal (Ni and V)-exposed animals, gene expression 
profile studies of inflammation, remodelling and stress response genes, suggest that there 
are more complex interactions between metal constituents than previous studies have 
implicated (Nadadur and Kodavanti 2002). Furthermore, Zn has also been found to be 
responsible component in different oil combustion emission particles (Kodavanti et al., 
2002). ROFA-associated transition metals have also demonstrated immediate and delayed 
cardiovascular responses (Watkinson et al., 1998).  
 
The mechanisms involved in the biological responses induced by metals relevant for PM-
induced effects (Zn, V, Cu, As, Ni, Cr and Fe) have been studied in a range of lung- and 
heart-related cellular systems. Metals in ambient air PM may alter the intracellular redox 
state with subsequent modulation of the activity of several transcription factors, including 
NF-kB and AP-1 (Chen and Lippmann 2009). These factors are critical for the expression of a 
variety of pro-inflammatory cytokines and adhesion proteins. Several studies suggest that 
MAPK such as ERK, JNK and p38 mediate metal-induced expression of inflammatory 
proteins in lung cells and also in cardiac cells (Samet et al., 1998; Lag et al., 2005; Kim et al., 
2006; Ansteinsson et al., 2009). Furthermore, activation of MAPKs by the metals As, Cu, V 
and Zn have been suggested to be mediated through the EGFR (Wu et al., 1999). V and Zn 
seem to induce tyrosine phosphate accumulation by inhibiting protein tyrosine 
phosphatases and thereby also inhibiting the dephosphorylation process, whereas other 
mechanisms might be involved in As-induced MAPK activation (Samet et al., 1999). The 
mechanisms involved in the EGFR activation induced by Zn have been studied in great 
detail in epithelial lung cells (Samet et al., 2003; Tal et al., 2006). From the in vitro studies of 
PM the metals Zn, V, Cu and As seem more important for elucidating biological responses 
than for instance Fe. Although Fe induces production of ROS both in vivo and in vitro, it does 
not seem to play an important role for lung injury when applied in a mixture of many 





















Fig. 3. Schematic figure of signalling pathways activated by particles from various sources 
and their components. Arrows do not necessarily indicate direct activation, but may mask 
involvement of other molecules, receptors etc. See text for specification of the involved 
MAPK and transcription factors.  
 
5. Relationship between different types of particles and components with 
respect to pro-inflammatory responses 
Identifying constituents and fractions of PM that play a critical role in eliciting health effects 
could provide more cost-efficient abatement strategies for the improvement of air quality. 
Given the relative similarity of risk estimates in epidemiological studies it is conceivable that 
particles of different composition might trigger similar cellular inflammatory reactions. Such 
a common response may be elicited through the activation of the same signalling pathways. 
One such pathway is the EGFR/ MAPK pathway. The activation of this pathway has been 
detected in bronchial epithelium of human volunteers after diesel exhaust exposure 
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to PM with lower metal content collected in another area (Zerbst) in the same region  
(Gavett et al., 2003). However, PM from both areas significantly increased lung injury 
parameters and the levels of pro-inflammatory cytokines. This indicates that the metal 
composition of the ambient PMs may have greater influence on the allergic respiratory 
disease than other endpoints. The role of chemical composition of PM collected in different 
European cities dominated by pollution from traffic has been investigated in a study 
focusing on respiratory inflammation (Steerenberg et al., 2006). By application of cluster 
analysis, in which chemical constituents of PM were clustered based on the overall response 
pattern in the bioassays, the cluster containing Ti, As, Cd, Zn, Pb, Hg and organics derived 
from several combustion processes, were primarily associated with adjuvant activity for 
respiratory allergy. Clusters of crustal materials (containing Ca, Al, Mg, Fe, Ba, Cu, Cr) were 
predominately associated with measures of inflammation and acute toxicity. Another study  
instilled fine PM collected in the US into rat lung, and reported that metal oxides, transition 
metals (Pb, Mn, Cu, Se, Zn and As), but also carbon (EC, OC) and the organic compounds 
hopanes and steranes, were important predictors of cytotoxic and inflammatory responses 
(Seagrave et al., 2006). 
 
The extracts of Utah Valley PM with contrasting metal content have also been used in vivo in 
animal studies and in cell cultures. When aqueous extracts of the Utah PM with high metal 
content (open plant) were instilled in rats they induced a significant pulmonary injury and 
neutrophilic inflammation (Dye et al., 2001). Cu, Zn, Fe, Pb, As, Mn and Ni, could have 
contributed to these effects, in addition to sulfate and cationic salts. In human airway 
epithelial cells extracts of PM with low levels of metals (closed plant), did not induce 
cytotoxicity, and only generated a minimal cytokine and ROS response compared to extracts 
from PM collected before and after the strike with higher metal content (Frampton et al., 
1999). Overall, the human epidemiological, clinical and animal toxicological studies of the 
Utah Valley PMs show a strong qualitative coherence, that identifies soluble metals as 
important components in PM related health effects. 
 
Residual oil fly ash (ROFA) is a complex mixture of sulphate, nitrate and metals, such as Fe, 
V and Ni, with the majority of these metals present in high concentrations as water-soluble 
salts. The ROFA leachate, containing Ni and V induced lung injury (Dreher et al., 1997; 
Kodavanti et al., 1998). Although BAL inflammatory markers  (neutrophil influx, protein 
leakage, etc) were similar in ROFA- and metal (Ni and V)-exposed animals, gene expression 
profile studies of inflammation, remodelling and stress response genes, suggest that there 
are more complex interactions between metal constituents than previous studies have 
implicated (Nadadur and Kodavanti 2002). Furthermore, Zn has also been found to be 
responsible component in different oil combustion emission particles (Kodavanti et al., 
2002). ROFA-associated transition metals have also demonstrated immediate and delayed 
cardiovascular responses (Watkinson et al., 1998).  
 
The mechanisms involved in the biological responses induced by metals relevant for PM-
induced effects (Zn, V, Cu, As, Ni, Cr and Fe) have been studied in a range of lung- and 
heart-related cellular systems. Metals in ambient air PM may alter the intracellular redox 
state with subsequent modulation of the activity of several transcription factors, including 
NF-kB and AP-1 (Chen and Lippmann 2009). These factors are critical for the expression of a 
variety of pro-inflammatory cytokines and adhesion proteins. Several studies suggest that 
MAPK such as ERK, JNK and p38 mediate metal-induced expression of inflammatory 
proteins in lung cells and also in cardiac cells (Samet et al., 1998; Lag et al., 2005; Kim et al., 
2006; Ansteinsson et al., 2009). Furthermore, activation of MAPKs by the metals As, Cu, V 
and Zn have been suggested to be mediated through the EGFR (Wu et al., 1999). V and Zn 
seem to induce tyrosine phosphate accumulation by inhibiting protein tyrosine 
phosphatases and thereby also inhibiting the dephosphorylation process, whereas other 
mechanisms might be involved in As-induced MAPK activation (Samet et al., 1999). The 
mechanisms involved in the EGFR activation induced by Zn have been studied in great 
detail in epithelial lung cells (Samet et al., 2003; Tal et al., 2006). From the in vitro studies of 
PM the metals Zn, V, Cu and As seem more important for elucidating biological responses 
than for instance Fe. Although Fe induces production of ROS both in vivo and in vitro, it does 
not seem to play an important role for lung injury when applied in a mixture of many 





















Fig. 3. Schematic figure of signalling pathways activated by particles from various sources 
and their components. Arrows do not necessarily indicate direct activation, but may mask 
involvement of other molecules, receptors etc. See text for specification of the involved 
MAPK and transcription factors.  
 
5. Relationship between different types of particles and components with 
respect to pro-inflammatory responses 
Identifying constituents and fractions of PM that play a critical role in eliciting health effects 
could provide more cost-efficient abatement strategies for the improvement of air quality. 
Given the relative similarity of risk estimates in epidemiological studies it is conceivable that 
particles of different composition might trigger similar cellular inflammatory reactions. Such 
a common response may be elicited through the activation of the same signalling pathways. 
One such pathway is the EGFR/ MAPK pathway. The activation of this pathway has been 
detected in bronchial epithelium of human volunteers after diesel exhaust exposure 
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(Pourazar et al., 2008). Similarly, this pathway has been reported to be activated after 
exposure of lung cells to particles or commonly occurring components of particles, 
including a mineral particle, a carbonaceous particle, metals and a nitro-PAH (Ovrevik et al., 
personal communication). The results indicate a coherence of responses of lung cells and 
humans exposed to particles. This mode of action is depicted in figure 3. Just how particles 
and their components might activate the EGFR, still needs to be elucidated.   
 
6. Acknowledgements 




Adamson, I. Y.; Prieditis, H.; Hedgecock, C. & Vincent, R. (2000). Zinc is the toxic factor in 
the lung response to an atmospheric particulate sample. Toxicol Appl. Pharmacol. 
166, 111-119 
Alexis, N. E.; Lay, J. C.; Zeman, K.; Bennett, W. E.; Peden, D. B.; Soukup, J. M.; Devlin, R. B. 
& Becker, S. (2006). Biological material on inhaled coarse fraction particulate matter 
activates airway phagocytes in vivo in healthy volunteers. J Allergy Clin Immunol. 
117, 1396-1403 
Andreou, G. & Rapsomanikis, S. (2009). Origins of n-alkanes, carbonyl compounds and 
molecular biomarkers in atmospheric fine and coarse particles of Athens, Greece. 
Sci Total Environ. 407, 5750-5760 
Ansteinsson, V.; Refsnes, M.; Skomedal, T.; Osnes, J. B.; Schiander, I. & Lag, M. (2009). Zinc- 
and copper-induced interleukin-6 release in primary cell cultures from rat heart. 
Cardiovasc. Toxicol. 9, 86-94 
Aust, A. E.; Ball, J. C.; Hu, A. A.; Lighty, J. S.; Smith, K. R.; Straccia, A. M.; Veranth, J. M. & 
Young, W. C. (2002). Particle characteristics responsible for effects on human lung 
epithelial cells. Res Rep Health Eff. Inst. 1-65 
Barregard, L.; Sallsten, G.; Gustafson, P.; Andersson, L.; Johansson, L.; Basu, S. & Stigendal, 
L. (2006). Experimental exposure to wood-smoke particles in healthy humans: 
effects on markers of inflammation, coagulation, and lipid peroxidation. Inhal 
Toxicol. 18, 845-853 
Barrett, E. G.; Henson, R. D.; Seilkop, S. K.; McDonald, J. D. & Reed, M. D. (2006). Effects of 
hardwood smoke exposure on allergic airway inflammation in mice. Inhal Toxicol. 
18, 33-43 
Baulig, A.; Garlatti, M.; Bonvallot, V.; Marchand, A.; Barouki, R.; Marano, F. & Baeza-
Squiban, A. (2003). Involvement of reactive oxygen species in the metabolic 
pathways triggered by diesel exhaust particles in human airway epithelial cells. Am 
J Physiol Lung Cell Mol Physiol. 285, L671-L679 
Becher, R.; Bucht, A.; Ovrevik, J.; Hongslo, J. K.; Dahlman, H. J.; Samuelsen, J. T. & 
Schwarze, P. E. (2007). Involvement of NADPH oxidase and iNOS in rodent 
pulmonary cytokine responses to urban air and mineral particles. Inhal Toxicol. 19, 
645-655 
Becker, S., Fenton, M.J., & Soukup, J.M. (2002). Involvement of microbial components and 
toll-like receptors 2 and 4 in cytokine responses to air pollution particles. Am J 
Respir Cell Mol Biol .27(5), 611-8. 
Becker, S.; Mundandhara, S.; Devlin, R. B. & Madden, M. (2005). Regulation of cytokine 
production in human alveolar macrophages and airway epithelial cells in response 
to ambient air pollution particles: further mechanistic studies. Toxicol Appl. 
Pharmacol. 207, 269-275 
Bleck, B.; Tse, D. B.; Curotto de Lafaille, M. A.; Zhang, F. & Reibman, J. (2008). Diesel 
exhaust particle-exposed human bronchial epithelial cells induce dendritic cell 
maturation and polarization via thymic stromal lymphopoietin. J Clin Immunol. 28, 
147-156 
Boman, B. C., Pagels, J., Massling, A. and others 2006. Controlled human chamber exposure 
studies of biomass combustion aerosols. In:  7th International Aerosol Conference 
IAC 2006, St. Paul, Minnesota.. 
Bommel, H.; Haake, M.; Luft, P.; Horejs-Hoeck, J.; Hein, H.; Bartels, J.; Schauer, C.; Poschl, 
U.; Kracht, M. & Duschl, A. (2003). The diesel exhaust component pyrene induces 
expression of IL-8 but not of eotaxin. Int Immunopharmacol. 3, 1371-1379 
Bommel, H.; Li-Weber, M.; Serfling, E. & Duschl, A. (2000). The environmental pollutant 
pyrene induces the production of IL-4. J Allergy Clin Immunol. 105, 796-802 
Bonvallot, V.; Baeza-Squiban, A.; Baulig, A.; Brulant, S.; Boland, S.; Muzeau, F.; Barouki, R. 
& Marano, F. (2001). Organic compounds from diesel exhaust particles elicit a 
proinflammatory response in human airway epithelial cells and induce cytochrome 
p450 1A1 expression. Am J Respir. Cell Mol Biol. 25, 515-521 
Bonvallot, V.; Baulig, A.; Boland, S.; Marano, F. & Baeza, A. (2002). Diesel exhaust particles 
induce an inflammatory response in airway epithelial cells: involvement of reactive 
oxygen species. Biofactors. 16, 15-17 
Brown, D. M.; Wilson, M. R.; Macnee, W.; Stone, V. & Donaldson, K. (2001). Size-dependent 
proinflammatory effects of ultrafine polystyrene particles: a role for surface area 
and oxidative stress in the enhanced activity of ultrafines. Toxicol Appl. Pharmacol. 
175, 191-199 
Brunekreef, B.; Beelen, R.; Hoek, G.; Schouten, L.; Bausch-Goldbohm, S.; Fischer, P.; 
Armstrong, B.; Hughes, E.; Jerrett, M. & van den Brandt, P. (2009). Effects of long-
term exposure to traffic-related air pollution on respiratory and cardiovascular 
mortality in the Netherlands: the NLCS-AIR study. Res Rep Health Eff. Inst. 5-71 
Brunekreef, B. & Forsberg, B. (2005). Epidemiological evidence of effects of coarse airborne 
particles on health. Eur Respir. J. 26, 309-318 
Burchiel, S. W.; Lauer, F. T.; Dunaway, S. L.; Zawadzki, J.; McDonald, J. D. & Reed, M. D. 
(2005). Hardwood smoke alters murine splenic T cell responses to mitogens 
following a 6-month whole body inhalation exposure. Toxicol Appl. Pharmacol. 202, 
229-236 
Cao, D.; Bromberg, P. A. & Samet, J. M. (2010). Diesel particle-induced transcriptional 
expression of p21 involves activation of EGFR, Src, and Stat3. Am J Respir. Cell Mol 
Biol. 42, 88-95 
Chaudhuri, N.; Paiva, C.; Donaldson, K.; Duffin, R.; Parker, L. C. & Sabroe, I. (2010). Diesel 
exhaust particles override natural injury-limiting pathways in the lung. Am J 
Physiol Lung Cell Mol Physiol 
www.intechopen.com
Importance of sources and components of particulate  
air pollution for cardio-pulmonary inlammatory responses 63
(Pourazar et al., 2008). Similarly, this pathway has been reported to be activated after 
exposure of lung cells to particles or commonly occurring components of particles, 
including a mineral particle, a carbonaceous particle, metals and a nitro-PAH (Ovrevik et al., 
personal communication). The results indicate a coherence of responses of lung cells and 
humans exposed to particles. This mode of action is depicted in figure 3. Just how particles 
and their components might activate the EGFR, still needs to be elucidated.   
 
6. Acknowledgements 




Adamson, I. Y.; Prieditis, H.; Hedgecock, C. & Vincent, R. (2000). Zinc is the toxic factor in 
the lung response to an atmospheric particulate sample. Toxicol Appl. Pharmacol. 
166, 111-119 
Alexis, N. E.; Lay, J. C.; Zeman, K.; Bennett, W. E.; Peden, D. B.; Soukup, J. M.; Devlin, R. B. 
& Becker, S. (2006). Biological material on inhaled coarse fraction particulate matter 
activates airway phagocytes in vivo in healthy volunteers. J Allergy Clin Immunol. 
117, 1396-1403 
Andreou, G. & Rapsomanikis, S. (2009). Origins of n-alkanes, carbonyl compounds and 
molecular biomarkers in atmospheric fine and coarse particles of Athens, Greece. 
Sci Total Environ. 407, 5750-5760 
Ansteinsson, V.; Refsnes, M.; Skomedal, T.; Osnes, J. B.; Schiander, I. & Lag, M. (2009). Zinc- 
and copper-induced interleukin-6 release in primary cell cultures from rat heart. 
Cardiovasc. Toxicol. 9, 86-94 
Aust, A. E.; Ball, J. C.; Hu, A. A.; Lighty, J. S.; Smith, K. R.; Straccia, A. M.; Veranth, J. M. & 
Young, W. C. (2002). Particle characteristics responsible for effects on human lung 
epithelial cells. Res Rep Health Eff. Inst. 1-65 
Barregard, L.; Sallsten, G.; Gustafson, P.; Andersson, L.; Johansson, L.; Basu, S. & Stigendal, 
L. (2006). Experimental exposure to wood-smoke particles in healthy humans: 
effects on markers of inflammation, coagulation, and lipid peroxidation. Inhal 
Toxicol. 18, 845-853 
Barrett, E. G.; Henson, R. D.; Seilkop, S. K.; McDonald, J. D. & Reed, M. D. (2006). Effects of 
hardwood smoke exposure on allergic airway inflammation in mice. Inhal Toxicol. 
18, 33-43 
Baulig, A.; Garlatti, M.; Bonvallot, V.; Marchand, A.; Barouki, R.; Marano, F. & Baeza-
Squiban, A. (2003). Involvement of reactive oxygen species in the metabolic 
pathways triggered by diesel exhaust particles in human airway epithelial cells. Am 
J Physiol Lung Cell Mol Physiol. 285, L671-L679 
Becher, R.; Bucht, A.; Ovrevik, J.; Hongslo, J. K.; Dahlman, H. J.; Samuelsen, J. T. & 
Schwarze, P. E. (2007). Involvement of NADPH oxidase and iNOS in rodent 
pulmonary cytokine responses to urban air and mineral particles. Inhal Toxicol. 19, 
645-655 
Becker, S., Fenton, M.J., & Soukup, J.M. (2002). Involvement of microbial components and 
toll-like receptors 2 and 4 in cytokine responses to air pollution particles. Am J 
Respir Cell Mol Biol .27(5), 611-8. 
Becker, S.; Mundandhara, S.; Devlin, R. B. & Madden, M. (2005). Regulation of cytokine 
production in human alveolar macrophages and airway epithelial cells in response 
to ambient air pollution particles: further mechanistic studies. Toxicol Appl. 
Pharmacol. 207, 269-275 
Bleck, B.; Tse, D. B.; Curotto de Lafaille, M. A.; Zhang, F. & Reibman, J. (2008). Diesel 
exhaust particle-exposed human bronchial epithelial cells induce dendritic cell 
maturation and polarization via thymic stromal lymphopoietin. J Clin Immunol. 28, 
147-156 
Boman, B. C., Pagels, J., Massling, A. and others 2006. Controlled human chamber exposure 
studies of biomass combustion aerosols. In:  7th International Aerosol Conference 
IAC 2006, St. Paul, Minnesota.. 
Bommel, H.; Haake, M.; Luft, P.; Horejs-Hoeck, J.; Hein, H.; Bartels, J.; Schauer, C.; Poschl, 
U.; Kracht, M. & Duschl, A. (2003). The diesel exhaust component pyrene induces 
expression of IL-8 but not of eotaxin. Int Immunopharmacol. 3, 1371-1379 
Bommel, H.; Li-Weber, M.; Serfling, E. & Duschl, A. (2000). The environmental pollutant 
pyrene induces the production of IL-4. J Allergy Clin Immunol. 105, 796-802 
Bonvallot, V.; Baeza-Squiban, A.; Baulig, A.; Brulant, S.; Boland, S.; Muzeau, F.; Barouki, R. 
& Marano, F. (2001). Organic compounds from diesel exhaust particles elicit a 
proinflammatory response in human airway epithelial cells and induce cytochrome 
p450 1A1 expression. Am J Respir. Cell Mol Biol. 25, 515-521 
Bonvallot, V.; Baulig, A.; Boland, S.; Marano, F. & Baeza, A. (2002). Diesel exhaust particles 
induce an inflammatory response in airway epithelial cells: involvement of reactive 
oxygen species. Biofactors. 16, 15-17 
Brown, D. M.; Wilson, M. R.; Macnee, W.; Stone, V. & Donaldson, K. (2001). Size-dependent 
proinflammatory effects of ultrafine polystyrene particles: a role for surface area 
and oxidative stress in the enhanced activity of ultrafines. Toxicol Appl. Pharmacol. 
175, 191-199 
Brunekreef, B.; Beelen, R.; Hoek, G.; Schouten, L.; Bausch-Goldbohm, S.; Fischer, P.; 
Armstrong, B.; Hughes, E.; Jerrett, M. & van den Brandt, P. (2009). Effects of long-
term exposure to traffic-related air pollution on respiratory and cardiovascular 
mortality in the Netherlands: the NLCS-AIR study. Res Rep Health Eff. Inst. 5-71 
Brunekreef, B. & Forsberg, B. (2005). Epidemiological evidence of effects of coarse airborne 
particles on health. Eur Respir. J. 26, 309-318 
Burchiel, S. W.; Lauer, F. T.; Dunaway, S. L.; Zawadzki, J.; McDonald, J. D. & Reed, M. D. 
(2005). Hardwood smoke alters murine splenic T cell responses to mitogens 
following a 6-month whole body inhalation exposure. Toxicol Appl. Pharmacol. 202, 
229-236 
Cao, D.; Bromberg, P. A. & Samet, J. M. (2010). Diesel particle-induced transcriptional 
expression of p21 involves activation of EGFR, Src, and Stat3. Am J Respir. Cell Mol 
Biol. 42, 88-95 
Chaudhuri, N.; Paiva, C.; Donaldson, K.; Duffin, R.; Parker, L. C. & Sabroe, I. (2010). Diesel 
exhaust particles override natural injury-limiting pathways in the lung. Am J 
Physiol Lung Cell Mol Physiol 
www.intechopen.com
Air Pollution 64
Chen, L. C. & Lippmann, M. (2009). Effects of metals within ambient air particulate matter 
(PM) on human health. Inhal Toxicol. 21, 1-31 
Clancy, L.; Goodman, P.; Sinclair, H. & Dockery, D. W. (2002). Effect of air-pollution control 
on death rates in Dublin, Ireland: an intervention study. Lancet. 360, 1210-1214 
de Brito, J. M.; Belotti, L.; Toledo, A. C.; Antonangelo, L.; Silva, F. S.; Alvim, D. S.; Andre, P. 
A.; Saldiva, P. H. & Rivero, D. H. (2010). Acute cardiovascular and inflammatory 
toxicity induced by inhalation of diesel and biodiesel exhaust particles. Toxicol Sci 
Devouassoux, G.; Saxon, A.; Metcalfe, D. D.; Prussin, C.; Colomb, M. G.; Brambilla, C. & 
Diaz-Sanchez, D. (2002). Chemical constituents of diesel exhaust particles induce 
IL-4 production and histamine release by human basophils. J Allergy Clin Immunol. 
109, 847-853 
Donaldson, K.; Brown, D.; Clouter, A.; Duffin, R.; Macnee, W.; Renwick, L.; Tran, L. & Stone, 
V. (2002). The pulmonary toxicology of ultrafine particles. J Aerosol Med. 15, 213-220 
Dreher, K. L.; Jaskot, R. H.; Lehmann, J. R.; Richards, J. H.; McGee, J. K.; Ghio, A. J. & Costa, 
D. L. (1997). Soluble transition metals mediate residual oil fly ash induced acute 
lung injury. J Toxicol Environ Health. 50, 285-305 
Drumm, K.; Attia, D. I.; Kannt, S.; Micke, P.; Buhl, R. & Kienast, K. (2000). Soot-exposed 
mononuclear cells increase inflammatory cytokine mRNA expression and protein 
secretion in cocultured bronchial epithelial cells. Respiration. 67, 291-297 
Duffin, R.; Tran, L.; Brown, D.; Stone, V. & Donaldson, K. (2007). Proinflammogenic effects 
of low-toxicity and metal nanoparticles in vivo and in vitro: highlighting the role of 
particle surface area and surface reactivity. Inhal Toxicol. 19, 849-856 
Dye, J. A.; Lehmann, J. R.; McGee, J. K.; Winsett, D. W.; Ledbetter, A. D.; Everitt, J. I.; Ghio, 
A. J. & Costa, D. L. (2001). Acute pulmonary toxicity of particulate matter filter 
extracts in rats: coherence with epidemiologic studies in Utah Valley residents. 
Environ Health Perspect. 109 Suppl 3, 395-403 
Elder, A.; Gelein, R.; Finkelstein, J.; Phipps, R.; Frampton, M.; Utell, M.; Kittelson, D. B.; 
Watts, W. F.; Hopke, P.; Jeong, C. H.; Kim, E.; Liu, W.; Zhao, W.; Zhuo, L.; Vincent, 
R.; Kumarathasan, P. & Oberdorster, G. (2004). On-road exposure to highway 
aerosols. 2. Exposures of aged, compromised rats. Inhal Toxicol. 16 Suppl 1, 41-53 
Fahy, O.; Senechal, S.; Pene, J.; Scherpereel, A.; Lassalle, P.; Tonnel, A. B.; Yssel, H.; Wallaert, 
B. & Tsicopoulos, A. (2002). Diesel exposure favors Th2 cell recruitment by 
mononuclear cells and alveolar macrophages from allergic patients by differentially 
regulating macrophage-derived chemokine and IFN-gamma-induced protein-10 
production. J Immunol. 168, 5912-5919 
Fahy, O.; Tsicopoulos, A.; Hammad, H.; Pestel, J.; Tonnel, A. B. & Wallaert, B. (1999). Effects 
of diesel organic extracts on chemokine production by peripheral blood 
mononuclear cells. J Allergy Clin Immunol. 103, 1115-1124 
Frampton, M. W.; Ghio, A. J.; Samet, J. M.; Carson, J. L.; Carter, J. D. & Devlin, R. B. (1999). 
Effects of aqueous extracts of PM(10) filters from the Utah valley on human airway 
epithelial cells. Am J Physiol. 277, L960-L967 
Frampton, M. W.; Stewart, J. C.; Oberdorster, G.; Morrow, P. E.; Chalupa, D.; Pietropaoli, A. 
P.; Frasier, L. M.; Speers, D. M.; Cox, C.; Huang, L. S. & Utell, M. J. (2006). 
Inhalation of ultrafine particles alters blood leukocyte expression of adhesion 
molecules in humans. Environ Health Perspect. 114, 51-58 
Fubini, B. & Hubbard, A. (2003). Reactive oxygen species (ROS) and reactive nitrogen 
species (RNS) generation by silica in inflammation and fibrosis. Free Radic. Biol Med. 
34, 1507-1516 
Gavett, S. H.; Haykal-Coates, N.; Copeland, L. B.; Heinrich, J. & Gilmour, M. I. (2003). Metal 
composition of ambient PM2.5 influences severity of allergic airways disease in 
mice. Environ Health Perspect. 111, 1471-1477 
Gerlofs-Nijland, M. E.; Rummelhard, M.; Boere, A. J.; Leseman, D. L.; Duffin, R.; Schins, R. 
P.; Borm, P. J.; Sillanpaa, M.; Salonen, R. O. & Cassee, F. R. (2009). Particle induced 
toxicity in relation to transition metal and polycyclic aromatic hydrocarbon 
contents. Environ Sci Technol. 43, 4729-4736. 
Giamarellos-Bourboulis, E.J., Mouktaroudi, M., Bodar, E., van der Ven, J., Kullberg, B.J., 
Netea, M.G., & van der Meer, J.W. (2009). Crystals of monosodium urate 
monohydrate enhance lipopolysaccharide-induced release of interleukin 1 beta by 
mononuclear cells through a caspase 1-mediated process. Ann Rheum Dis. 68(2), 
273-8.  
Ghio, A. J. (2004). Biological effects of Utah Valley ambient air particles in humans: a review. 
J Aerosol Med. 17, 157-164 
Ghio, A. J. & Devlin, R. B. (2001). Inflammatory lung injury after bronchial instillation of air 
pollution particles. Am J Respir. Crit Care Med. 164, 704-708 
Ghio, A. J.; Kim, C. & Devlin, R. B. (2000). Concentrated ambient air particles induce mild 
pulmonary inflammation in healthy human volunteers. Am J Respir. Crit Care Med. 
162, 981-988 
Gilmour, P. S.; Brown, D. M.; Lindsay, T. G.; Beswick, P. H.; Macnee, W. & Donaldson, K. 
(1996). Adverse health effects of PM10 particles: involvement of iron in generation 
of hydroxyl radical. Occup Environ Med. 53, 817-822 
Gurgueira, S. A.; Lawrence, J.; Coull, B.; Murthy, G. G. & Gonzalez-Flecha, B. (2002). Rapid 
increases in the steady-state concentration of reactive oxygen species in the lungs 
and heart after particulate air pollution inhalation. Environ Health Perspect. 110, 749-
755 
Guthrie, G. D., Jr. (1997). Mineral properties and their contributions to particle toxicity. 
Environ Health Perspect. 105 Suppl 5, 1003-1011 
Happo, M. S.; Hirvonen, M. R.; Halinen, A. I.; Jalava, P. I.; Pennanen, A. S.; Sillanpaa, M.; 
Hillamo, R. & Salonen, R. O. (2010). Seasonal variation in chemical composition of 
size-segregated urban air particles and the inflammatory activity in the mouse 
lung. Inhal Toxicol. 22, 17-32 
Heeb, N. V.; Schmid, P.; Kohler, M.; Gujer, E.; Zennegg, M.; Wenger, D.; Wichser, A.; Ulrich, 
A.; Gfeller, U.; Honegger, P.; Zeyer, K.; Emmenegger, L.; Petermann, J. L.; 
Czerwinski, J.; Mosimann, T.; Kasper, M. & Mayer, A. (2008). Secondary effects of 
catalytic diesel particulate filters: conversion of PAHs versus formation of nitro-
PAHs. Environ Sci Technol. 42, 3773-3779 
Heinrich, J.; Hoelscher, B.; Wjst, M.; Ritz, B.; Cyrys, J. & Wichmann, H. (1999). Respiratory 
diseases and allergies in two polluted areas in East Germany. Environ Health 
Perspect. 107, 53-62 
Hetland, R. B.; Myhre, O.; Lag, M.; Hongve, D.; Schwarze, P. E. & Refsnes, M. (2001a). 
Importance of soluble metals and reactive oxygen species for cytokine release 
induced by mineral particles. Toxicology. 165, 133-144 
www.intechopen.com
Importance of sources and components of particulate  
air pollution for cardio-pulmonary inlammatory responses 65
Chen, L. C. & Lippmann, M. (2009). Effects of metals within ambient air particulate matter 
(PM) on human health. Inhal Toxicol. 21, 1-31 
Clancy, L.; Goodman, P.; Sinclair, H. & Dockery, D. W. (2002). Effect of air-pollution control 
on death rates in Dublin, Ireland: an intervention study. Lancet. 360, 1210-1214 
de Brito, J. M.; Belotti, L.; Toledo, A. C.; Antonangelo, L.; Silva, F. S.; Alvim, D. S.; Andre, P. 
A.; Saldiva, P. H. & Rivero, D. H. (2010). Acute cardiovascular and inflammatory 
toxicity induced by inhalation of diesel and biodiesel exhaust particles. Toxicol Sci 
Devouassoux, G.; Saxon, A.; Metcalfe, D. D.; Prussin, C.; Colomb, M. G.; Brambilla, C. & 
Diaz-Sanchez, D. (2002). Chemical constituents of diesel exhaust particles induce 
IL-4 production and histamine release by human basophils. J Allergy Clin Immunol. 
109, 847-853 
Donaldson, K.; Brown, D.; Clouter, A.; Duffin, R.; Macnee, W.; Renwick, L.; Tran, L. & Stone, 
V. (2002). The pulmonary toxicology of ultrafine particles. J Aerosol Med. 15, 213-220 
Dreher, K. L.; Jaskot, R. H.; Lehmann, J. R.; Richards, J. H.; McGee, J. K.; Ghio, A. J. & Costa, 
D. L. (1997). Soluble transition metals mediate residual oil fly ash induced acute 
lung injury. J Toxicol Environ Health. 50, 285-305 
Drumm, K.; Attia, D. I.; Kannt, S.; Micke, P.; Buhl, R. & Kienast, K. (2000). Soot-exposed 
mononuclear cells increase inflammatory cytokine mRNA expression and protein 
secretion in cocultured bronchial epithelial cells. Respiration. 67, 291-297 
Duffin, R.; Tran, L.; Brown, D.; Stone, V. & Donaldson, K. (2007). Proinflammogenic effects 
of low-toxicity and metal nanoparticles in vivo and in vitro: highlighting the role of 
particle surface area and surface reactivity. Inhal Toxicol. 19, 849-856 
Dye, J. A.; Lehmann, J. R.; McGee, J. K.; Winsett, D. W.; Ledbetter, A. D.; Everitt, J. I.; Ghio, 
A. J. & Costa, D. L. (2001). Acute pulmonary toxicity of particulate matter filter 
extracts in rats: coherence with epidemiologic studies in Utah Valley residents. 
Environ Health Perspect. 109 Suppl 3, 395-403 
Elder, A.; Gelein, R.; Finkelstein, J.; Phipps, R.; Frampton, M.; Utell, M.; Kittelson, D. B.; 
Watts, W. F.; Hopke, P.; Jeong, C. H.; Kim, E.; Liu, W.; Zhao, W.; Zhuo, L.; Vincent, 
R.; Kumarathasan, P. & Oberdorster, G. (2004). On-road exposure to highway 
aerosols. 2. Exposures of aged, compromised rats. Inhal Toxicol. 16 Suppl 1, 41-53 
Fahy, O.; Senechal, S.; Pene, J.; Scherpereel, A.; Lassalle, P.; Tonnel, A. B.; Yssel, H.; Wallaert, 
B. & Tsicopoulos, A. (2002). Diesel exposure favors Th2 cell recruitment by 
mononuclear cells and alveolar macrophages from allergic patients by differentially 
regulating macrophage-derived chemokine and IFN-gamma-induced protein-10 
production. J Immunol. 168, 5912-5919 
Fahy, O.; Tsicopoulos, A.; Hammad, H.; Pestel, J.; Tonnel, A. B. & Wallaert, B. (1999). Effects 
of diesel organic extracts on chemokine production by peripheral blood 
mononuclear cells. J Allergy Clin Immunol. 103, 1115-1124 
Frampton, M. W.; Ghio, A. J.; Samet, J. M.; Carson, J. L.; Carter, J. D. & Devlin, R. B. (1999). 
Effects of aqueous extracts of PM(10) filters from the Utah valley on human airway 
epithelial cells. Am J Physiol. 277, L960-L967 
Frampton, M. W.; Stewart, J. C.; Oberdorster, G.; Morrow, P. E.; Chalupa, D.; Pietropaoli, A. 
P.; Frasier, L. M.; Speers, D. M.; Cox, C.; Huang, L. S. & Utell, M. J. (2006). 
Inhalation of ultrafine particles alters blood leukocyte expression of adhesion 
molecules in humans. Environ Health Perspect. 114, 51-58 
Fubini, B. & Hubbard, A. (2003). Reactive oxygen species (ROS) and reactive nitrogen 
species (RNS) generation by silica in inflammation and fibrosis. Free Radic. Biol Med. 
34, 1507-1516 
Gavett, S. H.; Haykal-Coates, N.; Copeland, L. B.; Heinrich, J. & Gilmour, M. I. (2003). Metal 
composition of ambient PM2.5 influences severity of allergic airways disease in 
mice. Environ Health Perspect. 111, 1471-1477 
Gerlofs-Nijland, M. E.; Rummelhard, M.; Boere, A. J.; Leseman, D. L.; Duffin, R.; Schins, R. 
P.; Borm, P. J.; Sillanpaa, M.; Salonen, R. O. & Cassee, F. R. (2009). Particle induced 
toxicity in relation to transition metal and polycyclic aromatic hydrocarbon 
contents. Environ Sci Technol. 43, 4729-4736. 
Giamarellos-Bourboulis, E.J., Mouktaroudi, M., Bodar, E., van der Ven, J., Kullberg, B.J., 
Netea, M.G., & van der Meer, J.W. (2009). Crystals of monosodium urate 
monohydrate enhance lipopolysaccharide-induced release of interleukin 1 beta by 
mononuclear cells through a caspase 1-mediated process. Ann Rheum Dis. 68(2), 
273-8.  
Ghio, A. J. (2004). Biological effects of Utah Valley ambient air particles in humans: a review. 
J Aerosol Med. 17, 157-164 
Ghio, A. J. & Devlin, R. B. (2001). Inflammatory lung injury after bronchial instillation of air 
pollution particles. Am J Respir. Crit Care Med. 164, 704-708 
Ghio, A. J.; Kim, C. & Devlin, R. B. (2000). Concentrated ambient air particles induce mild 
pulmonary inflammation in healthy human volunteers. Am J Respir. Crit Care Med. 
162, 981-988 
Gilmour, P. S.; Brown, D. M.; Lindsay, T. G.; Beswick, P. H.; Macnee, W. & Donaldson, K. 
(1996). Adverse health effects of PM10 particles: involvement of iron in generation 
of hydroxyl radical. Occup Environ Med. 53, 817-822 
Gurgueira, S. A.; Lawrence, J.; Coull, B.; Murthy, G. G. & Gonzalez-Flecha, B. (2002). Rapid 
increases in the steady-state concentration of reactive oxygen species in the lungs 
and heart after particulate air pollution inhalation. Environ Health Perspect. 110, 749-
755 
Guthrie, G. D., Jr. (1997). Mineral properties and their contributions to particle toxicity. 
Environ Health Perspect. 105 Suppl 5, 1003-1011 
Happo, M. S.; Hirvonen, M. R.; Halinen, A. I.; Jalava, P. I.; Pennanen, A. S.; Sillanpaa, M.; 
Hillamo, R. & Salonen, R. O. (2010). Seasonal variation in chemical composition of 
size-segregated urban air particles and the inflammatory activity in the mouse 
lung. Inhal Toxicol. 22, 17-32 
Heeb, N. V.; Schmid, P.; Kohler, M.; Gujer, E.; Zennegg, M.; Wenger, D.; Wichser, A.; Ulrich, 
A.; Gfeller, U.; Honegger, P.; Zeyer, K.; Emmenegger, L.; Petermann, J. L.; 
Czerwinski, J.; Mosimann, T.; Kasper, M. & Mayer, A. (2008). Secondary effects of 
catalytic diesel particulate filters: conversion of PAHs versus formation of nitro-
PAHs. Environ Sci Technol. 42, 3773-3779 
Heinrich, J.; Hoelscher, B.; Wjst, M.; Ritz, B.; Cyrys, J. & Wichmann, H. (1999). Respiratory 
diseases and allergies in two polluted areas in East Germany. Environ Health 
Perspect. 107, 53-62 
Hetland, R. B.; Myhre, O.; Lag, M.; Hongve, D.; Schwarze, P. E. & Refsnes, M. (2001a). 
Importance of soluble metals and reactive oxygen species for cytokine release 
induced by mineral particles. Toxicology. 165, 133-144 
www.intechopen.com
Air Pollution 66
Hetland, R. B.; Refsnes, M.; Myran, T.; Johansen, B. V.; Uthus, N. & Schwarze, P. E. (2000). 
Mineral and/or metal content as critical determinants of particle-induced release of 
IL-6 and IL-8 from A549 cells. J Toxicol Environ Health A. 60, 47-65 
Hetland, R. B.; Schwarze, P. E.; Johansen, B. V.; Myran, T.; Uthus, N. & Refsnes, M. (2001b). 
Silica-induced cytokine release from A549 cells: importance of surface area versus 
size. Hum Exp Toxicol. 20, 46-55 
Hiura, T. S.; Kaszubowski, M. P.; Li, N. & Nel, A. E. (1999). Chemicals in diesel exhaust 
particles generate reactive oxygen radicals and induce apoptosis in macrophages. J 
Immunol. 163, 5582-5591 
Holopainen, M.; Hirvonen, M. R.; Komulainen, H. & Klockars, M. (2004). Effect of the shape 
of mica particles on the production of tumor necrosis factor alpha in mouse 
macrophages. Scand J Work Environ Health. 30 Suppl 2, 91-98 
Huang, Y. C.; Ghio, A. J.; Stonehuerner, J.; McGee, J.; Carter, J. D.; Grambow, S. C. & Devlin, 
R. B. (2003). The role of soluble components in ambient fine particles-induced 
changes in human lungs and blood. Inhal Toxicol. 15, 327-342 
Inoue, K.; Koike, E.; Yanagisawa, R. & Takano, H. (2008). Impact of diesel exhaust particles 
on th2 response in the lung in asthmatic mice. J Clin Biochem Nutr. 43, 199-200 
Inoue, K.; Takano, H.; Hiyoshi, K.; Ichinose, T.; Sadakane, K.; Yanagisawa, R.; Tomura, S. & 
Kumagai, Y. (2007). Naphthoquinone enhances antigen-related airway 
inflammation in mice. Eur Respir. J. 29, 259-267 
Jalava, P.; Salonen, R. O.; Nuutinen K.; Pennanen, A.; Happo, M.; Tissari, J.; Frey, A.; 
Hillamo, R.; Jokiniemi, J. & Hirvonen, M. R. (2010). Effect of combustion conditions 
on cytotoxic and inflammatory activity of residential wood combustion particles. 
Atm Environ. In press, 
Jardim, M. J.; Fry, R. C.; Jaspers, I.; Dailey, L. & Diaz-Sanchez, D. (2009). Disruption of 
microRNA expression in human airway cells by diesel exhaust particles is linked to 
tumorigenesis-associated pathways. Environ Health Perspect. 117, 1745-1751 
Jaspers, I.; Sheridan, P. A.; Zhang, W.; Brighton, L. E.; Chason, K. D.; Hua, X. & Tilley, S. L. 
(2009). Exacerbation of allergic inflammation in mice exposed to diesel exhaust 
particles prior to viral infection. Part Fibre. Toxicol. 6, 22 
Jokiniemi, J., Hytönen, K., Tissari, J., Obernberger, I., Brunner, T., Bärnthaler, G., 
Friesenbichler, J., Salonen, R. O., Hirvonen, M. R., Jalava, P., Pennanen, A., Happo, 
M., Vallius, M., Markkanen, P., Hartmann, H., Turwoski, P., Rossmann, P., Ellner-
Schubert, T., Boman, C., Petterson, E., Wiinikka, H., Hillamo, R., Saarino, K., Frey, 
A., Saarikoski, S., Timonen, H., Teinilä, K., Aurela, M., Sillanpää, M., Bellmann, B., 
Sandström T, Sehlstedt, M., & Forsberg, B. 2008, Biomass combustion in residential 
heating: particulate measurements, sampling, and physicochemcial and toxicological 
characterisation, University of Kuopio, Report 1/2008., Final report of the project 
'Biomass-PM' funded by ERA-NET Bioenergy Programme 2007-2008., ISSN 0786-
4728. 
Karlsson, H. L.; Ljungman, A. G.; Lindbom, J. & Moller, L. (2006). Comparison of genotoxic 
and inflammatory effects of particles generated by wood combustion, a road 
simulator and collected from street and subway. Toxicol Lett. 165, 203-211 
Kim, Y. M.; Reed, W.; Wu, W.; Bromberg, P. A.; Graves, L. M. & Samet, J. M. (2006). Zn2+-
induced IL-8 expression involves AP-1, JNK, and ERK activities in human airway 
epithelial cells. Am J Physiol Lung Cell Mol Physiol. 290, L1028-L1035 
Kocbach, A. (2008). Pro-inflammatory potential of particles from residential wood smoke and traffic: 
Importance of physicochemcial characteristics, PhD thesis, University of Oslo, Norway. 
Kocbach, A.; Herseth, J. I.; Lag, M.; Refsnes, M. & Schwarze, P. E. (2008a). Particles from 
wood smoke and traffic induce differential pro-inflammatory response patterns in 
co-cultures. Toxicol Appl. Pharmacol. 232, 317-326 
Kocbach, A.; Johansen, B. V.; Schwarze, P. E. & Namork, E. (2005). Analytical electron 
microscopy of combustion particles: a comparison of vehicle exhaust and 
residential wood smoke. Sci Total Environ. 346, 231-243 
Kocbach, A.; Namork, E. & Schwarze, P. E. (2008b). Pro-inflammatory potential of wood 
smoke and traffic-derived particles in a monocytic cell line. Toxicology. 247, 123-132 
Kocbach, B. A.; Pagels, J.; Yttri, K. E.; Barregard, L.; Sallsten, G.; Schwarze, P. E. & Boman, C. 
(2009). Health effects of residential wood smoke particles: the importance of 
combustion conditions and physicochemical particle properties. Part Fibre. Toxicol. 
6, 29 
Kodavanti, U. P.; Hauser, R.; Christiani, D. C.; Meng, Z. H.; McGee, J.; Ledbetter, A.; 
Richards, J. & Costa, D. L. (1998). Pulmonary responses to oil fly ash particles in the 
rat differ by virtue of their specific soluble metals. Toxicol Sci. 43, 204-212 
Kodavanti, U. P.; Schladweiler, M. C.; Gilmour, P. S.; Wallenborn, J. G.; Mandavilli, B. S.; 
Ledbetter, A. D.; Christiani, D. C.; Runge, M. S.; Karoly, E. D.; Costa, D. L.; 
Peddada, S.; Jaskot, R.; Richards, J. H.; Thomas, R.; Madamanchi, N. R. & Nyska, A. 
(2008). The role of particulate matter-associated zinc in cardiac injury in rats. 
Environ Health Perspect. 116, 13-20 
Kodavanti, U. P.; Schladweiler, M. C.; Ledbetter, A. D.; Hauser, R.; Christiani, D. C.; Samet, 
J. M.; McGee, J.; Richards, J. H. & Costa, D. L. (2002). Pulmonary and systemic 
effects of zinc-containing emission particles in three rat strains: multiple exposure 
scenarios. Toxicol Sci. 70, 73-85 
Kreyling, W. G.; Semmler, M.; Erbe, F.; Mayer, P.; Takenaka, S.; Schulz, H.; Oberdorster, G. 
& Ziesenis, A. (2002). Translocation of ultrafine insoluble iridium particles from 
lung epithelium to extrapulmonary organs is size dependent but very low. J Toxicol 
Environ Health A. 65, 1513-1530 
Kubatova, A.; Dronen, L. C.; Picklo, M. J., Sr. & Hawthorne, S. B. (2006). Midpolarity and 
nonpolar wood smoke particulate matter fractions deplete glutathione in RAW 
264.7 macrophages. Chem Res Toxicol. 19, 255-261 
Kupiainen, K. J.; Tervahattu, H.; Raisanen, M.; Makela, T.; Aurela, M. & Hillamo, R. (2005). 
Size and composition of airborne particles from pavement wear, tires, and traction 
sanding. Environ Sci Technol. 39, 699-706 
Lag, M.; Refsnes, M.; Lilleaas, E. M.; Holme, J. A.; Becher, R. & Schwarze, P. E. (2005). Role 
of mitogen activated protein kinases and protein kinase C in cadmium-induced 
apoptosis of primary epithelial lung cells. Toxicology. 211, 253-264 
Leonard, S. S.; Wang, S.; Shi, X.; Jordan, B. S.; Castranova, V. & Dubick, M. A. (2000). Wood 
smoke particles generate free radicals and cause lipid peroxidation, DNA damage, 
NFkappaB activation and TNF-alpha release in macrophages. Toxicology. 150, 147-
157 
Li, N.; Wang, M.; Oberley, T. D.; Sempf, J. M. & Nel, A. E. (2002). Comparison of the pro-
oxidative and proinflammatory effects of organic diesel exhaust particle chemicals 
in bronchial epithelial cells and macrophages. J Immunol. 169, 4531-4541 
www.intechopen.com
Importance of sources and components of particulate  
air pollution for cardio-pulmonary inlammatory responses 67
Hetland, R. B.; Refsnes, M.; Myran, T.; Johansen, B. V.; Uthus, N. & Schwarze, P. E. (2000). 
Mineral and/or metal content as critical determinants of particle-induced release of 
IL-6 and IL-8 from A549 cells. J Toxicol Environ Health A. 60, 47-65 
Hetland, R. B.; Schwarze, P. E.; Johansen, B. V.; Myran, T.; Uthus, N. & Refsnes, M. (2001b). 
Silica-induced cytokine release from A549 cells: importance of surface area versus 
size. Hum Exp Toxicol. 20, 46-55 
Hiura, T. S.; Kaszubowski, M. P.; Li, N. & Nel, A. E. (1999). Chemicals in diesel exhaust 
particles generate reactive oxygen radicals and induce apoptosis in macrophages. J 
Immunol. 163, 5582-5591 
Holopainen, M.; Hirvonen, M. R.; Komulainen, H. & Klockars, M. (2004). Effect of the shape 
of mica particles on the production of tumor necrosis factor alpha in mouse 
macrophages. Scand J Work Environ Health. 30 Suppl 2, 91-98 
Huang, Y. C.; Ghio, A. J.; Stonehuerner, J.; McGee, J.; Carter, J. D.; Grambow, S. C. & Devlin, 
R. B. (2003). The role of soluble components in ambient fine particles-induced 
changes in human lungs and blood. Inhal Toxicol. 15, 327-342 
Inoue, K.; Koike, E.; Yanagisawa, R. & Takano, H. (2008). Impact of diesel exhaust particles 
on th2 response in the lung in asthmatic mice. J Clin Biochem Nutr. 43, 199-200 
Inoue, K.; Takano, H.; Hiyoshi, K.; Ichinose, T.; Sadakane, K.; Yanagisawa, R.; Tomura, S. & 
Kumagai, Y. (2007). Naphthoquinone enhances antigen-related airway 
inflammation in mice. Eur Respir. J. 29, 259-267 
Jalava, P.; Salonen, R. O.; Nuutinen K.; Pennanen, A.; Happo, M.; Tissari, J.; Frey, A.; 
Hillamo, R.; Jokiniemi, J. & Hirvonen, M. R. (2010). Effect of combustion conditions 
on cytotoxic and inflammatory activity of residential wood combustion particles. 
Atm Environ. In press, 
Jardim, M. J.; Fry, R. C.; Jaspers, I.; Dailey, L. & Diaz-Sanchez, D. (2009). Disruption of 
microRNA expression in human airway cells by diesel exhaust particles is linked to 
tumorigenesis-associated pathways. Environ Health Perspect. 117, 1745-1751 
Jaspers, I.; Sheridan, P. A.; Zhang, W.; Brighton, L. E.; Chason, K. D.; Hua, X. & Tilley, S. L. 
(2009). Exacerbation of allergic inflammation in mice exposed to diesel exhaust 
particles prior to viral infection. Part Fibre. Toxicol. 6, 22 
Jokiniemi, J., Hytönen, K., Tissari, J., Obernberger, I., Brunner, T., Bärnthaler, G., 
Friesenbichler, J., Salonen, R. O., Hirvonen, M. R., Jalava, P., Pennanen, A., Happo, 
M., Vallius, M., Markkanen, P., Hartmann, H., Turwoski, P., Rossmann, P., Ellner-
Schubert, T., Boman, C., Petterson, E., Wiinikka, H., Hillamo, R., Saarino, K., Frey, 
A., Saarikoski, S., Timonen, H., Teinilä, K., Aurela, M., Sillanpää, M., Bellmann, B., 
Sandström T, Sehlstedt, M., & Forsberg, B. 2008, Biomass combustion in residential 
heating: particulate measurements, sampling, and physicochemcial and toxicological 
characterisation, University of Kuopio, Report 1/2008., Final report of the project 
'Biomass-PM' funded by ERA-NET Bioenergy Programme 2007-2008., ISSN 0786-
4728. 
Karlsson, H. L.; Ljungman, A. G.; Lindbom, J. & Moller, L. (2006). Comparison of genotoxic 
and inflammatory effects of particles generated by wood combustion, a road 
simulator and collected from street and subway. Toxicol Lett. 165, 203-211 
Kim, Y. M.; Reed, W.; Wu, W.; Bromberg, P. A.; Graves, L. M. & Samet, J. M. (2006). Zn2+-
induced IL-8 expression involves AP-1, JNK, and ERK activities in human airway 
epithelial cells. Am J Physiol Lung Cell Mol Physiol. 290, L1028-L1035 
Kocbach, A. (2008). Pro-inflammatory potential of particles from residential wood smoke and traffic: 
Importance of physicochemcial characteristics, PhD thesis, University of Oslo, Norway. 
Kocbach, A.; Herseth, J. I.; Lag, M.; Refsnes, M. & Schwarze, P. E. (2008a). Particles from 
wood smoke and traffic induce differential pro-inflammatory response patterns in 
co-cultures. Toxicol Appl. Pharmacol. 232, 317-326 
Kocbach, A.; Johansen, B. V.; Schwarze, P. E. & Namork, E. (2005). Analytical electron 
microscopy of combustion particles: a comparison of vehicle exhaust and 
residential wood smoke. Sci Total Environ. 346, 231-243 
Kocbach, A.; Namork, E. & Schwarze, P. E. (2008b). Pro-inflammatory potential of wood 
smoke and traffic-derived particles in a monocytic cell line. Toxicology. 247, 123-132 
Kocbach, B. A.; Pagels, J.; Yttri, K. E.; Barregard, L.; Sallsten, G.; Schwarze, P. E. & Boman, C. 
(2009). Health effects of residential wood smoke particles: the importance of 
combustion conditions and physicochemical particle properties. Part Fibre. Toxicol. 
6, 29 
Kodavanti, U. P.; Hauser, R.; Christiani, D. C.; Meng, Z. H.; McGee, J.; Ledbetter, A.; 
Richards, J. & Costa, D. L. (1998). Pulmonary responses to oil fly ash particles in the 
rat differ by virtue of their specific soluble metals. Toxicol Sci. 43, 204-212 
Kodavanti, U. P.; Schladweiler, M. C.; Gilmour, P. S.; Wallenborn, J. G.; Mandavilli, B. S.; 
Ledbetter, A. D.; Christiani, D. C.; Runge, M. S.; Karoly, E. D.; Costa, D. L.; 
Peddada, S.; Jaskot, R.; Richards, J. H.; Thomas, R.; Madamanchi, N. R. & Nyska, A. 
(2008). The role of particulate matter-associated zinc in cardiac injury in rats. 
Environ Health Perspect. 116, 13-20 
Kodavanti, U. P.; Schladweiler, M. C.; Ledbetter, A. D.; Hauser, R.; Christiani, D. C.; Samet, 
J. M.; McGee, J.; Richards, J. H. & Costa, D. L. (2002). Pulmonary and systemic 
effects of zinc-containing emission particles in three rat strains: multiple exposure 
scenarios. Toxicol Sci. 70, 73-85 
Kreyling, W. G.; Semmler, M.; Erbe, F.; Mayer, P.; Takenaka, S.; Schulz, H.; Oberdorster, G. 
& Ziesenis, A. (2002). Translocation of ultrafine insoluble iridium particles from 
lung epithelium to extrapulmonary organs is size dependent but very low. J Toxicol 
Environ Health A. 65, 1513-1530 
Kubatova, A.; Dronen, L. C.; Picklo, M. J., Sr. & Hawthorne, S. B. (2006). Midpolarity and 
nonpolar wood smoke particulate matter fractions deplete glutathione in RAW 
264.7 macrophages. Chem Res Toxicol. 19, 255-261 
Kupiainen, K. J.; Tervahattu, H.; Raisanen, M.; Makela, T.; Aurela, M. & Hillamo, R. (2005). 
Size and composition of airborne particles from pavement wear, tires, and traction 
sanding. Environ Sci Technol. 39, 699-706 
Lag, M.; Refsnes, M.; Lilleaas, E. M.; Holme, J. A.; Becher, R. & Schwarze, P. E. (2005). Role 
of mitogen activated protein kinases and protein kinase C in cadmium-induced 
apoptosis of primary epithelial lung cells. Toxicology. 211, 253-264 
Leonard, S. S.; Wang, S.; Shi, X.; Jordan, B. S.; Castranova, V. & Dubick, M. A. (2000). Wood 
smoke particles generate free radicals and cause lipid peroxidation, DNA damage, 
NFkappaB activation and TNF-alpha release in macrophages. Toxicology. 150, 147-
157 
Li, N.; Wang, M.; Oberley, T. D.; Sempf, J. M. & Nel, A. E. (2002). Comparison of the pro-
oxidative and proinflammatory effects of organic diesel exhaust particle chemicals 
in bronchial epithelial cells and macrophages. J Immunol. 169, 4531-4541 
www.intechopen.com
Air Pollution 68
Matsuo, M.; Uenishi, R.; Shimada, T.; Yamanaka, S.; Yabuki, M.; Utsumi, K. & Sagai, M. 
(2001). Diesel exhaust particle-induced cell death of human leukemic promyelocytic 
cells HL-60 and their variant cells HL-NR6. Biol Pharm Bull. 24, 357-363 
McDonald, J. D.; Harrod, K. S.; Seagrave, J.; Seilkop, S. K. & Mauderly, J. L. (2004). Effects of 
low sulfur fuel and a catalyzed particle trap on the composition and toxicity of 
diesel emissions. Environ Health Perspect. 112, 1307-1312 
McDonald, J. D.; Reed, M. D.; Campen, M. J.; Barrett, E. G.; Seagrave, J. & Mauderly, J. L. 
(2007). Health effects of inhaled gasoline engine emissions. Inhal Toxicol. 19 Suppl 1, 
107-116 
Mills, N. L.; Tornqvist, H.; Robinson, S. D.; Gonzalez, M.; Darnley, K.; Macnee, W.; Boon, N. 
A.; Donaldson, K.; Blomberg, A.; Sandstrom, T. & Newby, D. E. (2005). Diesel 
exhaust inhalation causes vascular dysfunction and impaired endogenous 
fibrinolysis. Circulation. 112, 3930-3936 
Molinelli, A. R.; Madden, M. C.; McGee, J. K.; Stonehuerner, J. G. & Ghio, A. J. (2002). Effect 
of metal removal on the toxicity of airborne particulate matter from the Utah 
Valley. Inhal Toxicol. 14, 1069-1086 
Monteiller, C.; Tran, L.; Macnee, W.; Faux, S.; Jones, A.; Miller, B. & Donaldson, K. (2007). 
The pro-inflammatory effects of low-toxicity low-solubility particles, nanoparticles 
and fine particles, on epithelial cells in vitro: the role of surface area. Occup Environ 
Med. 64, 609-615 
Mossman, B. T.; Lounsbury, K. M. & Reddy, S. P. (2006). Oxidants and signaling by 
mitogen-activated protein kinases in lung epithelium. Am J Respir. Cell Mol Biol. 34, 
666-669 
Murphy, S. A.; BeruBe, K. A.; Pooley, F. D. & Richards, R. J. (1998). The response of lung 
epithelium to well characterised fine particles. Life Sci. 62, 1789-1799 
N'diaye, M.; Le, F. E.; Lagadic-Gossmann, D.; Corre, S.; Gilot, D.; Lecureur, V.; Monteiro, P.; 
Rauch, C.; Galibert, M. D. & Fardel, O. (2006). Aryl hydrocarbon receptor- and 
calcium-dependent induction of the chemokine CCL1 by the environmental 
contaminant benzo[a]pyrene. J Biol Chem. 281, 19906-19915 
Nadadur, S. S. & Kodavanti, U. P. (2002). Altered gene expression profiles of rat lung in 
response to an emission particulate and its metal constituents. J Toxicol Environ 
Health A. 65, 1333-1350 
Nel, A. E.; Diaz-Sanchez, D. & Li, N. (2001). The role of particulate pollutants in pulmonary 
inflammation and asthma: evidence for the involvement of organic chemicals and 
oxidative stress. Curr Opin. Pulm. Med. 7, 20-26 
Nemmar, A.; Dhanasekaran, S.; Yasin, J.; Ba-Omar, H.; Fahim, M. A.; Kazzam, E. E. & Ali, B. 
H. (2009). Evaluation of the direct systemic and cardiopulmonary effects of diesel 
particles in spontaneously hypertensive rats. Toxicology. 262, 50-56 
Nemmar, A.; Hoet, P. H.; Vanquickenborne, B.; Dinsdale, D.; Thomeer, M.; Hoylaerts, M. F.; 
Vanbilloen, H.; Mortelmans, L. & Nemery, B. (2002). Passage of inhaled particles 
into the blood circulation in humans. Circulation. 105, 411-414 
Oberdorster, G. (1996). Significance of particle parameters in the evaluation of exposure-
dose-response relationships of inhaled particles. Inhal Toxicol. 8 Suppl, 73-89 
Ohtoshi, T.; Takizawa, H.; Okazaki, H.; Kawasaki, S.; Takeuchi, N.; Ohta, K. & Ito, K. (1998). 
Diesel exhaust particles stimulate human airway epithelial cells to produce 
cytokines relevant to airway inflammation in vitro. J Allergy Clin Immunol. 101, 778-
785 
Ovrevik, J.; Arlt, V. M.; Oya, E.; Nagy, E.; Mollerup, S.; Phillips, D. H.; Lag, M. & Holme, J. 
A. (2010). Differential effects of nitro-PAHs and amino-PAHs on cytokine and 
chemokine responses in human bronchial epithelial BEAS-2B cells. Toxicol Appl. 
Pharmacol. 242, 270-280 
Ovrevik, J.; Hetland, R. B.; Schins, R. P.; Myran, T. & Schwarze, P. E. (2006). Iron release and 
ROS generation from mineral particles are not related to cytokine release or 
apoptosis in exposed A549 cells. Toxicol Lett. 165, 31-38 
Ovrevik, J.; Myran, T.; Refsnes, M.; Lag, M.; Becher, R.; Hetland, R. B. & Schwarze, P. E. 
(2005). Mineral particles of varying composition induce differential chemokine 
release from epithelial lung cells: importance of physico-chemical characteristics. 
Ann Occup Hyg. 49, 219-231 
Pagan, I.; Costa, D. L.; McGee, J. K.; Richards, J. H. & Dye, J. A. (2003). Metals mimic airway 
epithelial injury induced by in vitro exposure to Utah Valley ambient particulate 
matter extracts. J Toxicol Environ Health A. 66, 1087-1112 
Podechard, N.; Lecureur, V.; Le, F. E.; Guenon, I.; Sparfel, L.; Gilot, D.; Gordon, J. R.; 
Lagente, V. & Fardel, O. (2008). Interleukin-8 induction by the environmental 
contaminant benzo(a)pyrene is aryl hydrocarbon receptor-dependent and leads to 
lung inflammation. Toxicol Lett. 177, 130-137 
Pope, C. A., III; Ezzati, M. & Dockery, D. W. (2009). Fine-particulate air pollution and life 
expectancy in the United States. N Engl J Med. 360, 376-386 
Porter, M.; Karp, M.; Killedar, S.; Bauer, S. M.; Guo, J.; Williams, D.; Breysse, P.; Georas, S. 
N. & Williams, M. A. (2007). Diesel-enriched particulate matter functionally 
activates human dendritic cells. Am J Respir. Cell Mol Biol. 37, 706-719 
Pourazar, J.; Blomberg, A.; Kelly, F. J.; Davies, D. E.; Wilson, S. J.; Holgate, S. T. & 
Sandstrom, T. (2008). Diesel exhaust increases EGFR and phosphorylated C-
terminal Tyr 1173 in the bronchial epithelium. Part Fibre. Toxicol. 5, 8 
Pourazar, J.; Mudway, I. S.; Samet, J. M.; Helleday, R.; Blomberg, A.; Wilson, S. J.; Frew, A. J.; 
Kelly, F. J. & Sandstrom, T. (2005). Diesel exhaust activates redox-sensitive 
transcription factors and kinases in human airways. Am J Physiol Lung Cell Mol 
Physiol. 289, L724-L730 
Provoost, S.; Maes, T.; Willart, M. A.; Joos, G. F.; Lambrecht, B. N. & Tournoy, K. G. (2010). 
Diesel exhaust particles stimulate adaptive immunity by acting on pulmonary 
dendritic cells. J Immunol. 184, 426-432 
Ramos, C.; Cisneros, J.; Gonzalez-Avila, G.; Becerril, C.; Ruiz, V. & Montano, M. (2009). 
Increase of matrix metalloproteinases in woodsmoke-induced lung emphysema in 
guinea pigs. Inhal Toxicol. 21, 119-132 
Reed, M. D.; Campen, M. J.; Gigliotti, A. P.; Harrod, K. S.; McDonald, J. D.; Seagrave, J. C.; 
Mauderly, J. L. & Seilkop, S. K. (2006). Health effects of subchronic exposure to 
environmental levels of hardwood smoke. Inhal Toxicol. 18, 523-539 
Refsnes, M.; Hetland, R. B.; Ovrevik, J.; Sundfor, I.; Schwarze, P. E. & Lag, M. (2006). 
Different particle determinants induce apoptosis and cytokine release in primary 
alveolar macrophage cultures. Part Fibre. Toxicol. 3, 10 
www.intechopen.com
Importance of sources and components of particulate  
air pollution for cardio-pulmonary inlammatory responses 69
Matsuo, M.; Uenishi, R.; Shimada, T.; Yamanaka, S.; Yabuki, M.; Utsumi, K. & Sagai, M. 
(2001). Diesel exhaust particle-induced cell death of human leukemic promyelocytic 
cells HL-60 and their variant cells HL-NR6. Biol Pharm Bull. 24, 357-363 
McDonald, J. D.; Harrod, K. S.; Seagrave, J.; Seilkop, S. K. & Mauderly, J. L. (2004). Effects of 
low sulfur fuel and a catalyzed particle trap on the composition and toxicity of 
diesel emissions. Environ Health Perspect. 112, 1307-1312 
McDonald, J. D.; Reed, M. D.; Campen, M. J.; Barrett, E. G.; Seagrave, J. & Mauderly, J. L. 
(2007). Health effects of inhaled gasoline engine emissions. Inhal Toxicol. 19 Suppl 1, 
107-116 
Mills, N. L.; Tornqvist, H.; Robinson, S. D.; Gonzalez, M.; Darnley, K.; Macnee, W.; Boon, N. 
A.; Donaldson, K.; Blomberg, A.; Sandstrom, T. & Newby, D. E. (2005). Diesel 
exhaust inhalation causes vascular dysfunction and impaired endogenous 
fibrinolysis. Circulation. 112, 3930-3936 
Molinelli, A. R.; Madden, M. C.; McGee, J. K.; Stonehuerner, J. G. & Ghio, A. J. (2002). Effect 
of metal removal on the toxicity of airborne particulate matter from the Utah 
Valley. Inhal Toxicol. 14, 1069-1086 
Monteiller, C.; Tran, L.; Macnee, W.; Faux, S.; Jones, A.; Miller, B. & Donaldson, K. (2007). 
The pro-inflammatory effects of low-toxicity low-solubility particles, nanoparticles 
and fine particles, on epithelial cells in vitro: the role of surface area. Occup Environ 
Med. 64, 609-615 
Mossman, B. T.; Lounsbury, K. M. & Reddy, S. P. (2006). Oxidants and signaling by 
mitogen-activated protein kinases in lung epithelium. Am J Respir. Cell Mol Biol. 34, 
666-669 
Murphy, S. A.; BeruBe, K. A.; Pooley, F. D. & Richards, R. J. (1998). The response of lung 
epithelium to well characterised fine particles. Life Sci. 62, 1789-1799 
N'diaye, M.; Le, F. E.; Lagadic-Gossmann, D.; Corre, S.; Gilot, D.; Lecureur, V.; Monteiro, P.; 
Rauch, C.; Galibert, M. D. & Fardel, O. (2006). Aryl hydrocarbon receptor- and 
calcium-dependent induction of the chemokine CCL1 by the environmental 
contaminant benzo[a]pyrene. J Biol Chem. 281, 19906-19915 
Nadadur, S. S. & Kodavanti, U. P. (2002). Altered gene expression profiles of rat lung in 
response to an emission particulate and its metal constituents. J Toxicol Environ 
Health A. 65, 1333-1350 
Nel, A. E.; Diaz-Sanchez, D. & Li, N. (2001). The role of particulate pollutants in pulmonary 
inflammation and asthma: evidence for the involvement of organic chemicals and 
oxidative stress. Curr Opin. Pulm. Med. 7, 20-26 
Nemmar, A.; Dhanasekaran, S.; Yasin, J.; Ba-Omar, H.; Fahim, M. A.; Kazzam, E. E. & Ali, B. 
H. (2009). Evaluation of the direct systemic and cardiopulmonary effects of diesel 
particles in spontaneously hypertensive rats. Toxicology. 262, 50-56 
Nemmar, A.; Hoet, P. H.; Vanquickenborne, B.; Dinsdale, D.; Thomeer, M.; Hoylaerts, M. F.; 
Vanbilloen, H.; Mortelmans, L. & Nemery, B. (2002). Passage of inhaled particles 
into the blood circulation in humans. Circulation. 105, 411-414 
Oberdorster, G. (1996). Significance of particle parameters in the evaluation of exposure-
dose-response relationships of inhaled particles. Inhal Toxicol. 8 Suppl, 73-89 
Ohtoshi, T.; Takizawa, H.; Okazaki, H.; Kawasaki, S.; Takeuchi, N.; Ohta, K. & Ito, K. (1998). 
Diesel exhaust particles stimulate human airway epithelial cells to produce 
cytokines relevant to airway inflammation in vitro. J Allergy Clin Immunol. 101, 778-
785 
Ovrevik, J.; Arlt, V. M.; Oya, E.; Nagy, E.; Mollerup, S.; Phillips, D. H.; Lag, M. & Holme, J. 
A. (2010). Differential effects of nitro-PAHs and amino-PAHs on cytokine and 
chemokine responses in human bronchial epithelial BEAS-2B cells. Toxicol Appl. 
Pharmacol. 242, 270-280 
Ovrevik, J.; Hetland, R. B.; Schins, R. P.; Myran, T. & Schwarze, P. E. (2006). Iron release and 
ROS generation from mineral particles are not related to cytokine release or 
apoptosis in exposed A549 cells. Toxicol Lett. 165, 31-38 
Ovrevik, J.; Myran, T.; Refsnes, M.; Lag, M.; Becher, R.; Hetland, R. B. & Schwarze, P. E. 
(2005). Mineral particles of varying composition induce differential chemokine 
release from epithelial lung cells: importance of physico-chemical characteristics. 
Ann Occup Hyg. 49, 219-231 
Pagan, I.; Costa, D. L.; McGee, J. K.; Richards, J. H. & Dye, J. A. (2003). Metals mimic airway 
epithelial injury induced by in vitro exposure to Utah Valley ambient particulate 
matter extracts. J Toxicol Environ Health A. 66, 1087-1112 
Podechard, N.; Lecureur, V.; Le, F. E.; Guenon, I.; Sparfel, L.; Gilot, D.; Gordon, J. R.; 
Lagente, V. & Fardel, O. (2008). Interleukin-8 induction by the environmental 
contaminant benzo(a)pyrene is aryl hydrocarbon receptor-dependent and leads to 
lung inflammation. Toxicol Lett. 177, 130-137 
Pope, C. A., III; Ezzati, M. & Dockery, D. W. (2009). Fine-particulate air pollution and life 
expectancy in the United States. N Engl J Med. 360, 376-386 
Porter, M.; Karp, M.; Killedar, S.; Bauer, S. M.; Guo, J.; Williams, D.; Breysse, P.; Georas, S. 
N. & Williams, M. A. (2007). Diesel-enriched particulate matter functionally 
activates human dendritic cells. Am J Respir. Cell Mol Biol. 37, 706-719 
Pourazar, J.; Blomberg, A.; Kelly, F. J.; Davies, D. E.; Wilson, S. J.; Holgate, S. T. & 
Sandstrom, T. (2008). Diesel exhaust increases EGFR and phosphorylated C-
terminal Tyr 1173 in the bronchial epithelium. Part Fibre. Toxicol. 5, 8 
Pourazar, J.; Mudway, I. S.; Samet, J. M.; Helleday, R.; Blomberg, A.; Wilson, S. J.; Frew, A. J.; 
Kelly, F. J. & Sandstrom, T. (2005). Diesel exhaust activates redox-sensitive 
transcription factors and kinases in human airways. Am J Physiol Lung Cell Mol 
Physiol. 289, L724-L730 
Provoost, S.; Maes, T.; Willart, M. A.; Joos, G. F.; Lambrecht, B. N. & Tournoy, K. G. (2010). 
Diesel exhaust particles stimulate adaptive immunity by acting on pulmonary 
dendritic cells. J Immunol. 184, 426-432 
Ramos, C.; Cisneros, J.; Gonzalez-Avila, G.; Becerril, C.; Ruiz, V. & Montano, M. (2009). 
Increase of matrix metalloproteinases in woodsmoke-induced lung emphysema in 
guinea pigs. Inhal Toxicol. 21, 119-132 
Reed, M. D.; Campen, M. J.; Gigliotti, A. P.; Harrod, K. S.; McDonald, J. D.; Seagrave, J. C.; 
Mauderly, J. L. & Seilkop, S. K. (2006). Health effects of subchronic exposure to 
environmental levels of hardwood smoke. Inhal Toxicol. 18, 523-539 
Refsnes, M.; Hetland, R. B.; Ovrevik, J.; Sundfor, I.; Schwarze, P. E. & Lag, M. (2006). 
Different particle determinants induce apoptosis and cytokine release in primary 
alveolar macrophage cultures. Part Fibre. Toxicol. 3, 10 
www.intechopen.com
Air Pollution 70
Rudell, B.; Blomberg, A.; Helleday, R.; Ledin, M. C.; Lundback, B.; Stjernberg, N.; Horstedt, 
P. & Sandstrom, T. (1999). Bronchoalveolar inflammation after exposure to diesel 
exhaust: comparison between unfiltered and particle trap filtered exhaust. Occup 
Environ Med. 56, 527-534 
Sager, T. M. & Castranova, V. (2009). Surface area of particle administered versus mass in 
determining the pulmonary toxicity of ultrafine and fine carbon black: comparison 
to ultrafine titanium dioxide. Part Fibre. Toxicol. 6, 15 
Sager, T. M.; Kommineni, C. & Castranova, V. (2008). Pulmonary response to intratracheal 
instillation of ultrafine versus fine titanium dioxide: role of particle surface area. 
Part Fibre. Toxicol. 5, 17 
Salvi, S. S.; Nordenhall, C.; Blomberg, A.; Rudell, B.; Pourazar, J.; Kelly, F. J.; Wilson, S.; 
Sandstrom, T.; Holgate, S. T. & Frew, A. J. (2000). Acute exposure to diesel exhaust 
increases IL-8 and GRO-alpha production in healthy human airways. Am J Respir. 
Crit. Care Med. 161, 550-557 
Samet, J. M.; Dewar, B. J.; Wu, W. & Graves, L. M. (2003). Mechanisms of Zn(2+)-induced 
signal initiation through the epidermal growth factor receptor. Toxicol Appl. 
Pharmacol. 191, 86-93 
Samet, J. M.; Graves, L. M.; Quay, J.; Dailey, L. A.; Devlin, R. B.; Ghio, A. J.; Wu, W.; 
Bromberg, P. A. & Reed, W. (1998). Activation of MAPKs in human bronchial 
epithelial cells exposed to metals. Am J Physiol. 275, L551-L558 
Samet, J. M.; Silbajoris, R.; Wu, W. & Graves, L. M. (1999). Tyrosine phosphatases as targets 
in metal-induced signaling in human airway epithelial cells. Am J Respir. Cell Mol 
Biol. 21, 357-364 
Samet, J. M.; Zeger, S. L.; Dominici, F.; Curriero, F.; Coursac, I.; Dockery, D. W.; Schwartz, J. 
& Zanobetti, A. (2000). The National Morbidity, Mortality, and Air Pollution Study. 
Part II: Morbidity and mortality from air pollution in the United States. Res Rep 
Health Eff. Inst. 94, 5-70 
Samoli, E.; Analitis, A.; Touloumi, G.; Schwartz, J.; Anderson, H. R.; Sunyer, J.; Bisanti, L.; 
Zmirou, D.; Vonk, J. M.; Pekkanen, J.; Goodman, P.; Paldy, A.; Schindler, C. & 
Katsouyanni, K. (2005). Estimating the exposure-response relationships between 
particulate matter and mortality within the APHEA multicity project. Environ 
Health Perspect. 113, 88-95 
Schaumann, F.; Borm, P. J.; Herbrich, A.; Knoch, J.; Pitz, M.; Schins, R. P.; Luettig, B.; 
Hohlfeld, J. M.; Heinrich, J. & Krug, N. (2004). Metal-rich ambient particles 
(particulate matter 2.5) cause airway inflammation in healthy subjects. Am J Respir. 
Crit Care Med. 170, 898-903 
Schwarze, P. E.; Ovrevik, J.; Hetland, R. B.; Becher, R.; Cassee, F. R.; Lag, M.; Lovik, M.; 
Dybing, E. & Refsnes, M. (2007). Importance of size and composition of particles for 
effects on cells in vitro. Inhal Toxicol. 19 Suppl 1, 17-22 
Seagrave, J.; McDonald, J. D.; Bedrick, E.; Edgerton, E. S.; Gigliotti, A. P.; Jansen, J. J.; Ke, L.; 
Naeher, L. P.; Seilkop, S. K.; Zheng, M. & Mauderly, J. L. (2006). Lung toxicity of 
ambient particulate matter from southeastern U.S. sites with different contributing 
sources: relationships between composition and effects. Environ Health Perspect. 114, 
1387-1393 
Seagrave, J.; McDonald, J. D.; Gigliotti, A. P.; Nikula, K. J.; Seilkop, S. K.; Gurevich, M. & 
Mauderly, J. L. (2002). Mutagenicity and in vivo toxicity of combined particulate 
and semivolatile organic fractions of gasoline and diesel engine emissions. Toxicol 
Sci. 70, 212-226 
Seagrave, J.; McDonald, J. D.; Reed, M. D.; Seilkop, S. K. & Mauderly, J. L. (2005). Responses 
to subchronic inhalation of low concentrations of diesel exhaust and hardwood 
smoke measured in rat bronchoalveolar lavage fluid. Inhal Toxicol. 17, 657-670 
Shukla, A.; Timblin, C.; BeruBe, K.; Gordon, T.; McKinney, W.; Driscoll, K.; Vacek, P. & 
Mossman, B. T. (2000). Inhaled particulate matter causes expression of nuclear 
factor (NF)-kappaB-related genes and oxidant-dependent NF-kappaB activation in 
vitro. Am J Respir. Cell Mol Biol. 23, 182-187 
Smith-Sivertsen, T.; Diaz, E.; Pope, D.; Lie, R. T.; Diaz, A.; McCracken, J.; Bakke, P.; Arana, 
B.; Smith, K. R. & Bruce, N. (2009). Effect of reducing indoor air pollution on 
women's respiratory symptoms and lung function: the RESPIRE Randomized Trial, 
Guatemala. Am J Epidemiol. 170, 211-220 
Sorensen, M.; Autrup, H.; Moller, P.; Hertel, O.; Jensen, S. S.; Vinzents, P.; Knudsen, L. E. & 
Loft, S. (2003). Linking exposure to environmental pollutants with biological effects. 
Mutat. Res. 544, 255-271 
Soukup, J. M.; Ghio, A. J. & Becker, S. (2000). Soluble components of Utah Valley particulate 
pollution alter alveolar macrophage function in vivo and in vitro. Inhal Toxicol. 12, 
401-414 
Steerenberg, P. A.; van, A. L.; Lovik, M.; Hetland, R. B.; Alberg, T.; Halatek, T.; Bloemen, H. 
J.; Rydzynski, K.; Swaen, G.; Schwarze, P.; Dybing, E. & Cassee, F. R. (2006). 
Relation between sources of particulate air pollution and biological effect 
parameters in samples from four European cities: an exploratory study. Inhal 
Toxicol. 18, 333-346 
Stenfors, N.; Nordenhäll, C.; Salvi, S. S.; Mudway, I.; Söderberg, M.; Blomberg, A.; Helleday, 
R.; Levin, J. O.; Holgate, S. T.; Kelly, F. J.; Frew, A. J. & Sandström, T. (2004). 
Different airway inflammatory responses in asthmatic and healthy humans 
exposed to diesel. Eur. Respir. J. 23, 82-86 
Stoeger, T.; Reinhard, C.; Takenaka, S.; Schroeppel, A.; Karg, E.; Ritter, B.; Heyder, J. & 
Schulz, H. (2006). Instillation of six different ultrafine carbon particles indicates a 
surface area threshold dose for acute lung inflammation in mice. Environ Health 
Perspect. 114, 328-333 
Takano, H.; Yoshikawa, T.; Ichinose, T.; Miyabara, Y.; Imaoka, K. & Sagai, M. (1997). Diesel 
exhaust particles enhance antigen-induced airway inflammation and local cytokine 
expression in mice. Am J Respir. Crit Care Med. 156, 36-42 
Takizawa, H.; Ohtoshi, T.; Kawasaki, S.; Abe, S.; Sugawara, I.; Nakahara, K.; Matsushima, K. 
& Kudoh, S. (2000). Diesel exhaust particles activate human bronchial epithelial 
cells to express inflammatory mediators in the airways: a review. Respirology. 5, 
197-203 
Tal, T. L.; Graves, L. M.; Silbajoris, R.; Bromberg, P. A.; Wu, W. & Samet, J. M. (2006). 
Inhibition of protein tyrosine phosphatase activity mediates epidermal growth 
factor receptor signaling in human airway epithelial cells exposed to Zn2+. Toxicol 
Appl. Pharmacol. 214, 16-23 
www.intechopen.com
Importance of sources and components of particulate  
air pollution for cardio-pulmonary inlammatory responses 71
Rudell, B.; Blomberg, A.; Helleday, R.; Ledin, M. C.; Lundback, B.; Stjernberg, N.; Horstedt, 
P. & Sandstrom, T. (1999). Bronchoalveolar inflammation after exposure to diesel 
exhaust: comparison between unfiltered and particle trap filtered exhaust. Occup 
Environ Med. 56, 527-534 
Sager, T. M. & Castranova, V. (2009). Surface area of particle administered versus mass in 
determining the pulmonary toxicity of ultrafine and fine carbon black: comparison 
to ultrafine titanium dioxide. Part Fibre. Toxicol. 6, 15 
Sager, T. M.; Kommineni, C. & Castranova, V. (2008). Pulmonary response to intratracheal 
instillation of ultrafine versus fine titanium dioxide: role of particle surface area. 
Part Fibre. Toxicol. 5, 17 
Salvi, S. S.; Nordenhall, C.; Blomberg, A.; Rudell, B.; Pourazar, J.; Kelly, F. J.; Wilson, S.; 
Sandstrom, T.; Holgate, S. T. & Frew, A. J. (2000). Acute exposure to diesel exhaust 
increases IL-8 and GRO-alpha production in healthy human airways. Am J Respir. 
Crit. Care Med. 161, 550-557 
Samet, J. M.; Dewar, B. J.; Wu, W. & Graves, L. M. (2003). Mechanisms of Zn(2+)-induced 
signal initiation through the epidermal growth factor receptor. Toxicol Appl. 
Pharmacol. 191, 86-93 
Samet, J. M.; Graves, L. M.; Quay, J.; Dailey, L. A.; Devlin, R. B.; Ghio, A. J.; Wu, W.; 
Bromberg, P. A. & Reed, W. (1998). Activation of MAPKs in human bronchial 
epithelial cells exposed to metals. Am J Physiol. 275, L551-L558 
Samet, J. M.; Silbajoris, R.; Wu, W. & Graves, L. M. (1999). Tyrosine phosphatases as targets 
in metal-induced signaling in human airway epithelial cells. Am J Respir. Cell Mol 
Biol. 21, 357-364 
Samet, J. M.; Zeger, S. L.; Dominici, F.; Curriero, F.; Coursac, I.; Dockery, D. W.; Schwartz, J. 
& Zanobetti, A. (2000). The National Morbidity, Mortality, and Air Pollution Study. 
Part II: Morbidity and mortality from air pollution in the United States. Res Rep 
Health Eff. Inst. 94, 5-70 
Samoli, E.; Analitis, A.; Touloumi, G.; Schwartz, J.; Anderson, H. R.; Sunyer, J.; Bisanti, L.; 
Zmirou, D.; Vonk, J. M.; Pekkanen, J.; Goodman, P.; Paldy, A.; Schindler, C. & 
Katsouyanni, K. (2005). Estimating the exposure-response relationships between 
particulate matter and mortality within the APHEA multicity project. Environ 
Health Perspect. 113, 88-95 
Schaumann, F.; Borm, P. J.; Herbrich, A.; Knoch, J.; Pitz, M.; Schins, R. P.; Luettig, B.; 
Hohlfeld, J. M.; Heinrich, J. & Krug, N. (2004). Metal-rich ambient particles 
(particulate matter 2.5) cause airway inflammation in healthy subjects. Am J Respir. 
Crit Care Med. 170, 898-903 
Schwarze, P. E.; Ovrevik, J.; Hetland, R. B.; Becher, R.; Cassee, F. R.; Lag, M.; Lovik, M.; 
Dybing, E. & Refsnes, M. (2007). Importance of size and composition of particles for 
effects on cells in vitro. Inhal Toxicol. 19 Suppl 1, 17-22 
Seagrave, J.; McDonald, J. D.; Bedrick, E.; Edgerton, E. S.; Gigliotti, A. P.; Jansen, J. J.; Ke, L.; 
Naeher, L. P.; Seilkop, S. K.; Zheng, M. & Mauderly, J. L. (2006). Lung toxicity of 
ambient particulate matter from southeastern U.S. sites with different contributing 
sources: relationships between composition and effects. Environ Health Perspect. 114, 
1387-1393 
Seagrave, J.; McDonald, J. D.; Gigliotti, A. P.; Nikula, K. J.; Seilkop, S. K.; Gurevich, M. & 
Mauderly, J. L. (2002). Mutagenicity and in vivo toxicity of combined particulate 
and semivolatile organic fractions of gasoline and diesel engine emissions. Toxicol 
Sci. 70, 212-226 
Seagrave, J.; McDonald, J. D.; Reed, M. D.; Seilkop, S. K. & Mauderly, J. L. (2005). Responses 
to subchronic inhalation of low concentrations of diesel exhaust and hardwood 
smoke measured in rat bronchoalveolar lavage fluid. Inhal Toxicol. 17, 657-670 
Shukla, A.; Timblin, C.; BeruBe, K.; Gordon, T.; McKinney, W.; Driscoll, K.; Vacek, P. & 
Mossman, B. T. (2000). Inhaled particulate matter causes expression of nuclear 
factor (NF)-kappaB-related genes and oxidant-dependent NF-kappaB activation in 
vitro. Am J Respir. Cell Mol Biol. 23, 182-187 
Smith-Sivertsen, T.; Diaz, E.; Pope, D.; Lie, R. T.; Diaz, A.; McCracken, J.; Bakke, P.; Arana, 
B.; Smith, K. R. & Bruce, N. (2009). Effect of reducing indoor air pollution on 
women's respiratory symptoms and lung function: the RESPIRE Randomized Trial, 
Guatemala. Am J Epidemiol. 170, 211-220 
Sorensen, M.; Autrup, H.; Moller, P.; Hertel, O.; Jensen, S. S.; Vinzents, P.; Knudsen, L. E. & 
Loft, S. (2003). Linking exposure to environmental pollutants with biological effects. 
Mutat. Res. 544, 255-271 
Soukup, J. M.; Ghio, A. J. & Becker, S. (2000). Soluble components of Utah Valley particulate 
pollution alter alveolar macrophage function in vivo and in vitro. Inhal Toxicol. 12, 
401-414 
Steerenberg, P. A.; van, A. L.; Lovik, M.; Hetland, R. B.; Alberg, T.; Halatek, T.; Bloemen, H. 
J.; Rydzynski, K.; Swaen, G.; Schwarze, P.; Dybing, E. & Cassee, F. R. (2006). 
Relation between sources of particulate air pollution and biological effect 
parameters in samples from four European cities: an exploratory study. Inhal 
Toxicol. 18, 333-346 
Stenfors, N.; Nordenhäll, C.; Salvi, S. S.; Mudway, I.; Söderberg, M.; Blomberg, A.; Helleday, 
R.; Levin, J. O.; Holgate, S. T.; Kelly, F. J.; Frew, A. J. & Sandström, T. (2004). 
Different airway inflammatory responses in asthmatic and healthy humans 
exposed to diesel. Eur. Respir. J. 23, 82-86 
Stoeger, T.; Reinhard, C.; Takenaka, S.; Schroeppel, A.; Karg, E.; Ritter, B.; Heyder, J. & 
Schulz, H. (2006). Instillation of six different ultrafine carbon particles indicates a 
surface area threshold dose for acute lung inflammation in mice. Environ Health 
Perspect. 114, 328-333 
Takano, H.; Yoshikawa, T.; Ichinose, T.; Miyabara, Y.; Imaoka, K. & Sagai, M. (1997). Diesel 
exhaust particles enhance antigen-induced airway inflammation and local cytokine 
expression in mice. Am J Respir. Crit Care Med. 156, 36-42 
Takizawa, H.; Ohtoshi, T.; Kawasaki, S.; Abe, S.; Sugawara, I.; Nakahara, K.; Matsushima, K. 
& Kudoh, S. (2000). Diesel exhaust particles activate human bronchial epithelial 
cells to express inflammatory mediators in the airways: a review. Respirology. 5, 
197-203 
Tal, T. L.; Graves, L. M.; Silbajoris, R.; Bromberg, P. A.; Wu, W. & Samet, J. M. (2006). 
Inhibition of protein tyrosine phosphatase activity mediates epidermal growth 
factor receptor signaling in human airway epithelial cells exposed to Zn2+. Toxicol 
Appl. Pharmacol. 214, 16-23 
www.intechopen.com
Air Pollution 72
Tekpli, X.; Rissel, M.; Huc, L.; Catheline, D.; Sergent, O.; Rioux, V.; Legrand, P.; Holme, J. A.; 
Dimanche-Boitrel, M. T. & Lagadic-Gossmann, D. (2010a). Membrane remodeling, 
an early event in benzo[a]pyrene-induced apoptosis. Toxicol Appl. Pharmacol. 243, 
68-76 
Tekpli, X.; Rivedal, E.; Gorria, M.; Landvik, N. E.; Rissel, M.; Dimanche-Boitrel, M. T.; Baffet, 
G.; Holme, J. A. & Lagadic-Gossmann, D. (2010b). The B[a]P-increased intercellular 
communication via translocation of connexin-43 into gap junctions reduces 
apoptosis. Toxicol Appl. Pharmacol. 242, 231-240 
Thorpe, A. & Harrison, R. M. (2008). Sources and properties of non-exhaust particulate 
matter from road traffic: a review. Sci Total Environ. 400, 270-282 
Tornqvist, H.; Mills, N. L.; Gonzalez, M.; Miller, M. R.; Robinson, S. D.; Megson, I. L.; 
Macnee, W.; Donaldson, K.; Soderberg, S.; Newby, D. E.; Sandstrom, T. & 
Blomberg, A. (2007). Persistent endothelial dysfunction in humans after diesel 
exhaust inhalation. Am J Respir. Crit Care Med. 176, 395-400 
Totlandsdal, A. I.; Refsnes, M.; Skomedal, T.; Osnes, J. B.; Schwarze, P. E. & Lag, M. (2008). 
Particle-induced cytokine responses in cardiac cell cultures--the effect of particles 
versus soluble mediators released by particle-exposed lung cells. Toxicol Sci. 106, 
233-241 
Tran, C. L.; Buchanan, D.; Cullen, R. T.; Searl, A.; Jones, A. D. & Donaldson, K. (2000). 
Inhalation of poorly soluble particles. II. Influence Of particle surface area on 
inflammation and clearance. Inhal Toxicol. 12, 1113-1126 
Vione, D.; Barra, S.; De, G. G.; De, R. M.; Gilardoni, S.; Perrone, M. G. & Pozzoli, L. (2004a). 
Polycyclic aromatic hydrocarbons in the atmosphere: monitoring, sources, sinks 
and fate. II: Sinks and fate. Ann Chim. 94, 257-268 
Vione, D.; Maurino, V.; Minero, C.; Lucchiari, M. & Pelizzetti, E. (2004b). Nitration and 
hydroxylation of benzene in the presence of nitrite/nitrous acid in aqueous 
solution. Chemosphere. 56, 1049-1059 
Vione, D.; Maurino, V.; Minero, C.; Pelizzetti, E.; Harrison, M. A.; Olariu, R. I. & Arsene, C. 
(2006). Photochemical reactions in the tropospheric aqueous phase and on 
particulate matter. Chem. Soc. Rev. 35, 441-453 
Warheit, D. B. (2001). Inhaled amorphous silica particulates: what do we know about their 
toxicological profiles? J Environ Pathol. Toxicol Oncol. 20 Suppl 1, 133-141 
Warheit, D. B.; Webb, T. R.; Colvin, V. L.; Reed, K. L. & Sayes, C. M. (2007a). Pulmonary 
bioassay studies with nanoscale and fine-quartz particles in rats: toxicity is not 
dependent upon particle size but on surface characteristics. Toxicol Sci. 95, 270-280 
Warheit, D. B.; Webb, T. R.; Reed, K. L.; Frerichs, S. & Sayes, C. M. (2007b). Pulmonary 
toxicity study in rats with three forms of ultrafine-TiO2 particles: differential 
responses related to surface properties. Toxicology. 230, 90-104 
Warheit, D. B.; Webb, T. R.; Sayes, C. M.; Colvin, V. L. & Reed, K. L. (2006). Pulmonary 
instillation studies with nanoscale TiO2 rods and dots in rats: toxicity is not 
dependent upon particle size and surface area. Toxicol Sci. 91, 227-236 
Watkinson, W. P.; Campen, M. J. & Costa, D. L. (1998). Cardiac arrhythmia induction after 
exposure to residual oil fly ash particles in a rodent model of pulmonary 
hypertension. Toxicol Sci. 41, 209-216 
WHO (2005). Health effects of air pollution. Global Update, 2005.   
WHO (2006). Health effects of transport related air pollution.   
Wong, P. S.; Vogel, C. F.; Kokosinski, K. & Matsumura, F. (2010). Arylhydrocarbon receptor 
activation in NCI-H441 cells and C57BL/6 mice: possible mechanisms for lung 
dysfunction. Am J Respir. Cell Mol Biol. 42, 210-217 
Wu, W.; Graves, L. M.; Jaspers, I.; Devlin, R. B.; Reed, W. & Samet, J. M. (1999). Activation of 
the EGF receptor signaling pathway in human airway epithelial cells exposed to 
metals. Am J Physiol. 277, L924-L931 
Xia, T.; Korge, P.; Weiss, J. N.; Li, N.; Venkatesen, M. I.; Sioutas, C. & Nel, A. (2004). 
Quinones and aromatic chemical compounds in particulate matter induce 
mitochondrial dysfunction: implications for ultrafine particle toxicity. Environ 
Health Perspect. 112, 1347-1358 
Zhou, Y. M.; Zhong, C. Y.; Kennedy, I. M. & Pinkerton, K. E. (2003). Pulmonary responses of 
acute exposure to ultrafine iron particles in healthy adult rats. Environ Toxicol. 18, 
227-235 
Zielinska, B.; Campbell, D.; Lawson, D. R.; Ireson, R. G.; Weaver, C. S.; Hesterberg, T. W.; 
Larson, T.; Davey, M. & Liu, L. J. (2008). Detailed characterization and profiles of 
crankcase and diesel particulate matter exhaust emissions using speciated organics. 
Environ Sci Technol. 42, 5661-5666 
www.intechopen.com
Importance of sources and components of particulate  
air pollution for cardio-pulmonary inlammatory responses 73
Tekpli, X.; Rissel, M.; Huc, L.; Catheline, D.; Sergent, O.; Rioux, V.; Legrand, P.; Holme, J. A.; 
Dimanche-Boitrel, M. T. & Lagadic-Gossmann, D. (2010a). Membrane remodeling, 
an early event in benzo[a]pyrene-induced apoptosis. Toxicol Appl. Pharmacol. 243, 
68-76 
Tekpli, X.; Rivedal, E.; Gorria, M.; Landvik, N. E.; Rissel, M.; Dimanche-Boitrel, M. T.; Baffet, 
G.; Holme, J. A. & Lagadic-Gossmann, D. (2010b). The B[a]P-increased intercellular 
communication via translocation of connexin-43 into gap junctions reduces 
apoptosis. Toxicol Appl. Pharmacol. 242, 231-240 
Thorpe, A. & Harrison, R. M. (2008). Sources and properties of non-exhaust particulate 
matter from road traffic: a review. Sci Total Environ. 400, 270-282 
Tornqvist, H.; Mills, N. L.; Gonzalez, M.; Miller, M. R.; Robinson, S. D.; Megson, I. L.; 
Macnee, W.; Donaldson, K.; Soderberg, S.; Newby, D. E.; Sandstrom, T. & 
Blomberg, A. (2007). Persistent endothelial dysfunction in humans after diesel 
exhaust inhalation. Am J Respir. Crit Care Med. 176, 395-400 
Totlandsdal, A. I.; Refsnes, M.; Skomedal, T.; Osnes, J. B.; Schwarze, P. E. & Lag, M. (2008). 
Particle-induced cytokine responses in cardiac cell cultures--the effect of particles 
versus soluble mediators released by particle-exposed lung cells. Toxicol Sci. 106, 
233-241 
Tran, C. L.; Buchanan, D.; Cullen, R. T.; Searl, A.; Jones, A. D. & Donaldson, K. (2000). 
Inhalation of poorly soluble particles. II. Influence Of particle surface area on 
inflammation and clearance. Inhal Toxicol. 12, 1113-1126 
Vione, D.; Barra, S.; De, G. G.; De, R. M.; Gilardoni, S.; Perrone, M. G. & Pozzoli, L. (2004a). 
Polycyclic aromatic hydrocarbons in the atmosphere: monitoring, sources, sinks 
and fate. II: Sinks and fate. Ann Chim. 94, 257-268 
Vione, D.; Maurino, V.; Minero, C.; Lucchiari, M. & Pelizzetti, E. (2004b). Nitration and 
hydroxylation of benzene in the presence of nitrite/nitrous acid in aqueous 
solution. Chemosphere. 56, 1049-1059 
Vione, D.; Maurino, V.; Minero, C.; Pelizzetti, E.; Harrison, M. A.; Olariu, R. I. & Arsene, C. 
(2006). Photochemical reactions in the tropospheric aqueous phase and on 
particulate matter. Chem. Soc. Rev. 35, 441-453 
Warheit, D. B. (2001). Inhaled amorphous silica particulates: what do we know about their 
toxicological profiles? J Environ Pathol. Toxicol Oncol. 20 Suppl 1, 133-141 
Warheit, D. B.; Webb, T. R.; Colvin, V. L.; Reed, K. L. & Sayes, C. M. (2007a). Pulmonary 
bioassay studies with nanoscale and fine-quartz particles in rats: toxicity is not 
dependent upon particle size but on surface characteristics. Toxicol Sci. 95, 270-280 
Warheit, D. B.; Webb, T. R.; Reed, K. L.; Frerichs, S. & Sayes, C. M. (2007b). Pulmonary 
toxicity study in rats with three forms of ultrafine-TiO2 particles: differential 
responses related to surface properties. Toxicology. 230, 90-104 
Warheit, D. B.; Webb, T. R.; Sayes, C. M.; Colvin, V. L. & Reed, K. L. (2006). Pulmonary 
instillation studies with nanoscale TiO2 rods and dots in rats: toxicity is not 
dependent upon particle size and surface area. Toxicol Sci. 91, 227-236 
Watkinson, W. P.; Campen, M. J. & Costa, D. L. (1998). Cardiac arrhythmia induction after 
exposure to residual oil fly ash particles in a rodent model of pulmonary 
hypertension. Toxicol Sci. 41, 209-216 
WHO (2005). Health effects of air pollution. Global Update, 2005.   
WHO (2006). Health effects of transport related air pollution.   
Wong, P. S.; Vogel, C. F.; Kokosinski, K. & Matsumura, F. (2010). Arylhydrocarbon receptor 
activation in NCI-H441 cells and C57BL/6 mice: possible mechanisms for lung 
dysfunction. Am J Respir. Cell Mol Biol. 42, 210-217 
Wu, W.; Graves, L. M.; Jaspers, I.; Devlin, R. B.; Reed, W. & Samet, J. M. (1999). Activation of 
the EGF receptor signaling pathway in human airway epithelial cells exposed to 
metals. Am J Physiol. 277, L924-L931 
Xia, T.; Korge, P.; Weiss, J. N.; Li, N.; Venkatesen, M. I.; Sioutas, C. & Nel, A. (2004). 
Quinones and aromatic chemical compounds in particulate matter induce 
mitochondrial dysfunction: implications for ultrafine particle toxicity. Environ 
Health Perspect. 112, 1347-1358 
Zhou, Y. M.; Zhong, C. Y.; Kennedy, I. M. & Pinkerton, K. E. (2003). Pulmonary responses of 
acute exposure to ultrafine iron particles in healthy adult rats. Environ Toxicol. 18, 
227-235 
Zielinska, B.; Campbell, D.; Lawson, D. R.; Ireson, R. G.; Weaver, C. S.; Hesterberg, T. W.; 
Larson, T.; Davey, M. & Liu, L. J. (2008). Detailed characterization and profiles of 
crankcase and diesel particulate matter exhaust emissions using speciated organics. 





Edited by Vanda Villanyi
ISBN 978-953-307-143-5
Hard cover, 370 pages
Publisher Sciyo
Published online 17, August, 2010
Published in print edition August, 2010
InTech Europe
University Campus STeP Ri 
Slavka Krautzeka 83/A 
51000 Rijeka, Croatia 
Phone: +385 (51) 770 447 
Fax: +385 (51) 686 166
www.intechopen.com
InTech China
Unit 405, Office Block, Hotel Equatorial Shanghai 
No.65, Yan An Road (West), Shanghai, 200040, China 
Phone: +86-21-62489820 
Fax: +86-21-62489821
Although the climate of the Earth is continually changing from the very beginning, anthropogenic effects, the
pollution of the air by combustion and industrial activities make it change so quickly that the adaptation is very
difficult for all living organisms. Researcher's role is to make this adaptation easier, to prepare humankind to
the new circumstances and challenges, to trace and predict the effects and, if possible, even decrease the
harmfulness of these changes. In this book we provide an interdisciplinary collection of new studies and
findings on the score of air pollution.
How to reference
In order to correctly reference this scholarly work, feel free to copy and paste the following:
Per Schwarze, Annike Totlandsdal, Jan Inge Herseth, Jørn Andreas Holme, Marit Låg, Magne Refsnes, Johan
Øvrevik, Wiggo Sandberg and Anette Kocbach Bølling (2010). Importance of Components and Sources for
Health Effects of Particulate Air Pollution, Air Pollution, Vanda Villanyi (Ed.), ISBN: 978-953-307-143-5, InTech,
Available from: http://www.intechopen.com/books/air-pollution/importance-of-components-and-sources-for-
health-effects-of-particulate-air-pollution
© 2010 The Author(s). Licensee IntechOpen. This chapter is distributed
under the terms of the Creative Commons Attribution-NonCommercial-
ShareAlike-3.0 License, which permits use, distribution and reproduction for
non-commercial purposes, provided the original is properly cited and
derivative works building on this content are distributed under the same
license.
